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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:sssptal202txn 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 





* ★ 




* * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


DEC 


05 


CAS REACT (R) - Over 10 million reactions available 


NEWS 


4 


DEC 


14 


2006 MeSH terms loaded in MEDLINE/ LMEDLINE 


NEWS 


5 


DEC 


14 


2006 MeSH terms loaded for MEDLINE file segment of TOXCENTER 


NEWS 


6 


DEC 


14 


CA/CAplus to be enhanced with updated IPC codes 


NEWS 


7 


DEC 


21 


IPC search and display fields enhanced in CA/CAplus with the 










IPC reform 


NEWS 


8 


DEC 


23 


New IPC8 SEARCH, DISPLAY, and SELECT fields in USPATFULL/ 










USPAT2 


NEWS 


9 


JAN 


13 


IPC 8 searching in IFIPAT, IFIUDB, and IFICDB 


NEWS 


10 


JAN 


13 


New IPC 8 SEARCH, DISPLAY, and SELECT enhancements added to 










INPADOC 


NEWS 


11 


JAN 


17 


Pre-1988 INPI data added to MARPAT 


NEWS 


12 


JAN 


17 


IPC 8 in the WPI family of databases including WPIFV 


NEWS 


13 


JAN 


30 


Saved answer limit increased 


NEWS 


14 


JAN 


31 


Monthly current-awareness alert (SDI) frequency 










added to TULSA 



NEWS EXPRESS JANUARY 03 CURRENT VERSION FOR WINDOWS IS V8.01, 

CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 USERS CAN OBTAIN THE UPGRADE TO V8 . 01 AT 
http: //download. cas . org/express/v8 . 0-Discover/ 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

STN Columbus *************** 
FILE 1 HOME 1 ENTERED AT 15:00:14 ON 07 FEB 2006 



=> file reg 
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COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 1 REGISTRY 1 ENTERED AT 15:00:56 ON 07 FEB 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 FEB 2006 HIGHEST RN 873652-66-5 

DICTIONARY FILE UPDATES: 6 FEB 2006 HIGHEST RN 873652-66-5 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* + 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details . 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10618414 . str 

*^)V^-G2 



11 

18 17 



12 14 



N 



chain nodes : 

7 8 9 10 11 12 13 14 15 16 17 18 25 

ring nodes : 

1 2 3 4 5 6 

chain bonds : 

7-8 8-9 9-10 9-11 12-13 13-14 13-18 14-15 15-16 15-17 
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ring bonds : 

1-2 1-6 2-3 3-4 4-5 

exact/norm bonds : 

1-2 1-6 2-3 3-4 4-5 

15-16 15-17 

isolated ring systems : 

containing 1 : 



G1:H,0 
G2:0,N 
G3: [*1], [*2] 
Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9: CLASS 10: CLASS 

11:CLASS 12:CLASS 13:CLASS 14:CLASS 15:CLASS 16:CLASS 17:CLASS 18:CLASS 
25: CLASS 26: CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 



O 



Gl O 

V^ X a/''G2 

Gl H,0 
G2 0,N 
G3 [@1], [@2] 

Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sample 
SAMPLE SEARCH INITIATED 15:01:31 FILE 1 REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 80165 TO ITERATE 

2.5% PROCESSED 2000 ITERATIONS 9 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE ** INCOMPLETE** 

BATCH ** INCOMPLETE** 
PROJECTED ITERATIONS: 1586473 TO 1620127 



5-6 

5-6 7-8 8-9 9-10 9-11 12-13 13-14 13-18 14-15 
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PROJECTED ANSWERS: 



6075 TO 



8353 



L2 



9 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 15:01:37 FILE ' REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 1607858 TO ITERATE 



60.7% PROCESSED 975397 ITERATIONS 

62.2% PROCESSED 1000000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.18 



2650 ANSWERS 
2663 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE + * INCOMPLETE* * 
BATCH * * INCOMPLETE* * 
1607858 TO 1607858 
4085 TO 4477 



L3 



2663 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
167.38 



TOTAL 
SESSION 
167.59 



FILE 1 CAPLUS ' ENTERED AT 15:02:16 ON 07 FEB 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 7 Feb 2006 VOL 144 ISS 7 
FILE LAST UPDATED: 6 Feb 2006 (20060206/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/ inf opolicy . html 

=> s 13 

L4 365 L3 

=> s 14 and (nanoic or nanoate) 
1 NANOIC 
11 NANOATE 

L5 0 L4 AND (NANOIC OR NANOATE) 

=> s 14 and acid 

4097027 ACID 
L6 249 L4 AND ACID 
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=> s 14 and (nonanoic or nonanoate) 

4584 NONANOIC 

1650 NONANOATE 
L7 9 L4 AND (NONANOIC OR NONANOATE) 

=> d his 

(FILE 'HOME* ENTERED AT 15:00:14 ON 07 FEB 2006) 

FILE •REGISTRY' ENTERED AT 15:00:56 ON 07 FEB 2006 
LI STRUCTURE UPLOADED 

L2 9 S LI SAMPLE 

L3 2663 S LI FULL 

FILE 'CAPLUS' ENTERED AT 15:02:16 ON 07 FEB 2006 

L4 365 S L3 

L5 0 S L4 AND (NANOIC OR NANOATE) 

L6 249 S L4 AND ACID 

L7 9 S L4 AND (NONANOIC OR NONANOATE) 



=> d 17 1- ibib abs hitstr 

YOU HAVE REQUESTED DATA FROM 9 ANSWERS - CONTINUE? Y/ (N) 
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L7 ANSVER 1 OF 9 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2004:756600 CAPLUS 

DOCUMENT NUMBER: 141:277609 

TITLE: Process for synthesizing intermediates, particularly 

fused pyridine derivatives, useful for the preparation 

of av03 receptor antagonists such as 

OS) -3- (2-raethoxypyriraidin-5-yl) -S-oxo-9- (6, 7,9,9- 

tetrahydro-5H-pyrido(2, 3-bJ azepin-2-yl) 

norumolc acid and analogs 

INVENTOR(S): Bishop, Brian Christopher* Brands, Karel Marie Joseph; 

Cottrell, Ian Frank) Cowden, Cameron John; Davies, 
Antony John; Keen, Stephen Philip; Lieberman, David 
Ross; Stewart, Gavin William 

PATENT ASSIGNEE(S): Merck Sharp & Dohme Limited, UK; Merck £ Co. Inc. 

SOURCE: PCT Int. Appl., 39 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 


APPLICATION NO. 




DATE 


VO 2004078109 




A2 




20040916 


VO 2004-GB927 




20040304 


WO 2004078109 




A3 




2004111B 








V: 


AE, 


AG, 


AL, 


AM, 


AT. 


AU, AZ, 


BA, BB, BG, BR, BV, 


BY, 


BZ, CA, CH, 




CN, 


CO. 


CP., 


CU, 


CZ, 


DE, DK, 


DM, DZ, EC. EE, EG, 


ES, 


FI, GB, GD, 




GE, 


GH. 


GM, 


HR, 


HU, 


ID, IL, 


IN, IS, JP, KE, KG, 


KP, 


KB, KZ, LC, 




LK, 


LR. 


LS, 


LT, 


LU, 


LV, MA, 


MO, MG, MK, MN, MV, 


MX, 


HZ, NA, NI 


KV: 


BV. 


GH. 


GM, 


KE. 


LS, 


HV, HZ, 


SO, SL, SZ. TZ, UG, 


ZM, 


ZV. AT. BS, 




BG, 


CH, 


CY, 


CZ, 


0E, 


DK, EE, 


ES, FI. FR. GB, GR, 




IE. IT. LU, 




MC, 


NL, 


PL, 


PT. 


RO, 


SE. SI. 


SK. TR. BF. BJ, CF, 


cg'. 


CI. CM, GA. 




GN, 


GQ, 


GW, 


ML. 


MR, 


NE, SN, 


TD, TG 






EP 1603906 






A2 




20051214 


EP 2004-717149 




20040304 


R: 


AT, 


BE, 


CH, 


DE, 


OK, 


ES. FR, 


GB, GR. IT. LI, LU, 


NL, 


SE, MC. PT, 




IE. 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, AL, TR, BG, CZ, 


EE, 


HU, PL, SK 


>RITY APPLN. 


INFO. : 








GB 2003-5277 




A 20030307 
















GB 2003-527B 




A 20030307 
















GB 2003-5284 




A 20030307 
















VO 2004-GB927 




V 20040304 



OTHER SOURCE(S): CAS REACT 141:277609; MARPAT 141:277609 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB The invention relates to the synthesis of various intermediates useful in 
a nulti-step preparation of compds. of formula I, wherein n is 2 or 3, and 
various salt forms of these compds. I are known compds., useful as 
av03 receptor antagonists (no data) . Thus, 

1,1 -dime thy le thy 1 (6-chloro-2-pyridinyl) carbamate (II) was lithiated using 
hexyllithium and TMEDA in THF at -65* to -75*, and the 

resultant dianion was treated with C1(CH2)4I, warmed, refluxed and worked 
up to give the cyclized intermediate III in 78% yield on a 5- kg scale. 
This chloride underwent Suzuki coupling with acrolein di-Et acetal via its 
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9-BBN adduct to give the corresponding 3 - ox op ropy 1 deriv., which underwent 
Vittig reaction with the corresponding triphenylphosphoranylidene ylide to 
give intermediate IV. This coepd. underwent hydrogenation of the olefin, 
alk. sapon. of the ester, and removal of Boc with TFA. to give I (n - 3) . 
This product was conveniently prepd. as a zvitterion, which has 
pharmaceutical ly advantageous soly. properties, by isolation from org. 
solvents such as CH2C12. A slurry of the zvitterion was converted to the 
TRIS salt by recrystn. from aq. iso-PrOH, and was obtained in 951 yield, 
100% purity, and on a 4, 4 0- kg scale for that final step. In the key 
chirality-gene rating step, the anhydride V (prepn. given) undergoes asya. 
solvolysis by MeOH in the presence of qui nidi no at -35* to 
-40", giving the pure cryst. (S) -monoester VI in 63% yield and 98% 
enantiomeric excess (ee) without recrystn. Claims cover the exemplified 
process and variants thereof, for both the cases n - 2 and n • 3. The 
cyclization step was studied in detail for n - 1, 2. and 3. X-ray powder 
diffraction spectra are given for 2 polymorphs of VI, for I (n - 3), and 
for the TRIS salt of the latter. 

IT 7586B6-06-5P, (35) -4- (Methoxycarbonyl) -3- (2-raethoxypyrimidio-5- 
yllbutanoic acid 

RL: IMF (Industrial manufacture); PRP (Properties); RCT (Reactant); SPN 
(Synthetic preparation); PREP (Preparation); RACT (Reactant or reagent) 
(intermediate; enantioselective process and intermediates for 
manufacture of 

(methoxypyriraidinyl) oxo(tetrahydropyridoazepinyl)nonanoic 
acid and analogs, useful as ovP3 receptor antagonists) 
RN 758686-06-5 CAPLUS 

CN Pentanedioic acid, 3- (2-methoxy-5-pyriaidinyl) -, monomethyl ester. (3S)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 



002H 



O 




IT 7S86B6-04-3?, 4-Carboxy-3- (2-methoxypyrimidin-S-yl) butanoic acid 
758666-07-6P, Methyl (3S) -3- (2-methoxypyrimidin-5-yl) -S-oxo-6- 
( triphenylphosphoranylidene) hexanoate 75B68S-0B-7P, tert-Butyl 
2- [ (7S) -8-raethoxycarbonyl-7- (2-methoxypyrimidin-5-yl) -5-oxo-3-octenyl] - 
5. 6, 7, 8-tetrahydropyrido[2, 3-b] azepine-9-carboxylate 758686-09-8* 
, tert-Butyl 2- [ (7S) -9-raethoxycarbonyl-7- (2-raethoxypyrimidin-5-yl) -5- 
oxooctyl] -5, 6, 7, B-tetrahydropyrido(2, 3-bJ azepine-9-carboxylate 
758686- 10-1P, tert-Butyl 2- [ (7S) -9-carboxy-7- (2-methoxypyriraidin-5- 
yl) -S-oxooctylJ -5, 6, 7, 8 -tetrahydropyrido(2, 3-b] azepine-9-carboxylate 
RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 

(intermediate; enantioselective process and intermediates for 

manufacture of 

(methoxypyriraidinyl) oxo ( tetrahyd ropy ridoazepinyl) notunolc 
acid and analogs, useful as «vB3 receptor antagonists) 
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RN 758686-04-3 CAPLUS 

CN Pentanedioic acid, 3- (2-methoxy-S-pyrimidinyl) - (9CI) (CA INDEX NAME) 



HO2C-CH2 




RN 758696-07-6 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-raethoxy-B-[2-oxo-3- 

( triphenylphosphoranylidene) propyl]-, methyl ester, (BS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



O 




RN 758686-08-7 CAPLUS 

CN 9H-Pyrido{2,3-b]azepine-9-carboxylic acid, 5, 6, 7, 8 -tetrahyd ro-2- I (7S) -9- 
methoxy-7-(2-methoxy-5-pyrimidinyl) -5,9-dioxo-3-nonenyl] -, 
i, 1 -dime thy le thy 1 ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 758686-09-8 CAPLUS 

CN 5H-Pyrido[2. 3-bJ azepine-2-nonanoic acid, 9- | (I, 1-diraethylethoxy) carbonylj - 
6. 7. 8.9-tetrahydro-B- (2-methoxy-5-pyrimidinyl) -5-oxo-. methyl 
ester. (BS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 758696-10-1 CAPLUS 

CN 5H-Pyrido[2,3-b] azepine-2-nonanoic acid, 9-[ (1, 1-dimethylethoxy) carbonyl] - 
6, 7,9, 9-tetrahydro-p- (2-raethoxy-5-pyrimidinyl) -ft-oxo-, 
(BS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 312262-25-2P, (3S) -3- (2-Methoxypyrimidin-S-yl) -S-oxo-9- (6, 7, 8 ,9- 
tetrahydro-5H-pyrido(2, 3-b] azepin-2-yl)monaaolc acid 

RL: IMF (Industrial manufacture); PRP (Properties); RCT (Reactant); SPN 
(Synthetic preparation); PREP (Preparation); RACT (Reactant or reagent) 

(target drug; enantioselective process and intermediates for manufacture 

of 

(methoxypyriraidinyl) oxo ( tetrahyd ropyridoazepinyl)nonanolc 
acid and analogs, useful as avB3 receptor antagonists) 
RN 312262-2S-2 CAPLUS 

CN lH-Pyrido(2.3-b] azepine-2-nonanoic acid, 5, 6, 7, 9-tetrahydro-D- (2- 
methoxy-5-pyrimidinyl) -6-oxo-, (PS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 758686-11-2P, (3S) -3- (2-Methoxypyriraidin-5~yl) -S-oxo-9- (6. 7, 9 , 9- 
tetrahydro>SH-pyrido[2,3-b]azepin-2-yl)Doaaaolc acid TRIS salt 
RL: IMF (Industrial manufacture); PRP (Properties); SPN (Synthetic 
preparation); PREP (Preparation) 

(target drug; enantioselective process and intermediates for manufacture 

of 
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(methoxypyrimidinyl)oxo(tetrahydropyridoazepinyl)non»ttoie 
acid and analogs, useful as »vfl3 receptor antagonists) 

758636-11-2 CAPLUS 

lH-Pyrido[2.3-b)a2epine-2-nonanoic acid. 5,6.7, 8-tetrahydro-B- (2- 
nethoxy-5-pyricu.dinyl) -S~axo-, (pS)-, compd. with 

2-amino-2-(hydroxymethyl)-1.3-propanediol (1:1) (9CI) (CA INDEX NAME) 
CM 1 
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CRN 
CMF 



312262-25-2 
C23 H30 N4 04 



Absolute stereocheoistry. Rotation (-). 



CRN 77-86-1 
CMF C4 Hll N 03 



r 

HO— CH2— C— CH2- OH 




C02H 




V" 



RN 758686-12-3 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 1, 5. 6. 7-tetrahydro-B- (2-methoxy-S- 
pyriraidinyl) -S-oxo-, (BS) cocpd. with 2 -am no- 2 - 
(hydroxyoethyl) -1,3 -propanediol (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 312262-16-1 
CMF C22 H28 N4 04 

Absolute stereocheoistry. 



ccrrt 




V" 



312262-16— IP. (3S) -3- (2-Hethoxypyrimidin-S-yl) -5-oxo-9- (5,6, 7,8- 
tetrahydro-l,8-naphthyridin-2-yl)non*n©lc acid 

750686-12-37, (3S) -3- (2-Methoxypyriraidin-S-yl) -5-oxo-9- (5,6, 7, 8- 

tetrahydro-l,8-naphthyridin-2-yl)Bon«»oic acid TRIS salt 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 

(Preparation) 

(target drug; enantioselective process and intermediates for manufacture 



(methoxypyrimidinyl) oxo(tetrahydropyridoazepinyl) n 
acid and analogs, useful as «vP3 receptor antagonists) 
RN 312262-16-1 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 1, 5,6. 7-tetrahydro-B- (2-nethoxy-5- 
pyrioidinyl)-*-oxo-, OS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CRN 77-86-1 
CMF C4 Hll N 03 



r 

HO- CH2 - C- CH2- OH 



ACCESSION NUMBER: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2004:694278 CAPLUS 
141:325163 

Nonpeptide ovB3 Antagonists. Part 11: 
Oiscovery and Preclinical Evaluation of Potent 
«vB3 Antagonists for the Prevention and 
Treatment of Osteoporosis 

Coleman, Paul J-; Brashear, Karen H. ; Askew, Ben C. * 
Hutchinson, John H.» McVean, Carol A.; Duong, Le T-; 
Feuston, Bradley P.; Fernandez-Metzler. Carmen; 
Gentile, Michael A.; Hartman, George D.; Rimmel, 
Donald B. ; Leu, Chih-Tai; Lipfert, Lorraine; Merkle, 
Kara; Pennypacker, Brenda; Prueksaritanont, Thoraayant; 
Rodan, Gideon A.; Vesolowski, Gregg A.; Rodan, Sevgi 
B. ; Duggan. Mark E. 

Departments of Medicinal Chemistry, Bone Biology and 
Osteporosis Research, Drug Metabolism and Pharmacology 
and Molecular Systems, Merck Research Laboratories, 
West Point. PA, 19486, USA 

Journal of Hedicinal Chemistry (2004), 47(20). 
4829-4837 

CO DEN : JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CAS REACT 141:325163 
3- (S) -Pyrimidin-5-yl-9- (5,6. 7. B-tetrahydro-[l,8] naphthyridin-2-yl) - 
aonmnole acid (Se) and 3- (S) - (methylpyriraidin-5-yl) -9- (5, 6, 7, 8- 
tetrahydro- [1, 8] naphthyridin-2-yl) -ponanolc acid (5f) were 
identified as potent and selective antagonists of the avB3 
receptor. These compds. have excellent in vitro profiles (IC50 - 0.07 and 
0.08 nM, resp.), significant unbound fractions in human plasma (6 and 41), 
and good pharmacokinetics in rat, dog, and rhesus monkey. On the basis of 
the efficacy shown in an in vivo model of bone turnover following 
once-daily oral administration, these two compds. were selected for clin. 
development for the treatcaent of osteoporosis. 
IT 227752-24- IP 227753-49-3? 227753-S2-8P 
769936-46- IP 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); PRP 
(Properties); SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(nonpeptide avB3 antagonists in discovery and preclin. 

evaluation of potent ov63 antagonists for prevention and 

treatment of osteoporosis) 
RN 227752-24-1 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid. 1,5.6, 7-tetrahydro-B-S-pyrioidinyl- 
. OS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE(S): 
AB 



CO" 
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CN l,8-Naphthyridine-2-nonanoic acid, 1. 5. 6. 7-tetrahydro-B- (2-methyl-S- 
pyrimidinyl)-. (BS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 227753-52-8 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1. 5, 6. 7-tetrahydro-B- (2-methoxy-S- 
pyriraidinyl)-, (BS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



ay 



RN 769936-46-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-B- [2- (1- 
methylethyl)-5-pyriraidinylJ-. OS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OCT 



769936-69-BP 769936-70- IP 76 9936-7 1-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(nonpeptide avB3 antagonists in discovery and preclin. 
evaluation of potent avB3 antagonists for prevention and 
treatment of osteoporosis) 
769936-69-8 CAPLUS 

5-Pyrimidinepropanoic acid. 2-methyl-B- [6- (1. 5. 6. 7-tetrahydro-l, 8- 
naphthyridin-2-yl)-l-hexenyl]-. (BS) - (9CI) (CA INDEX NAME) 



RN 227753-49-3 CAPLUS 



Absolute stereochemistry. 
Double bond geometry unknown. 
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Absolute stereochemistry. 



COr' 



RN 769936-70-1 CAPLUS 

CN 5-Pyrimidinepropanoic acid. 2-raetho*y-p- [6- (1, 5, 6. 7-tetrahydro-l. 8- 
naphthyridin-2-yl)-l-hexenylJ-, OS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond ge one cry unknown. 






RN 769936-34-7 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p- (6- (1, 5, 6, 7-tetrahydro-l, 8-naphthyridin 
2-yl)-l-hexenyl}-, ethyl ester, OR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



RN 769936-71-2 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2- (1-methylethyl) -p- [6- (1, 5,6, 7- 

tetrahydro-1.8-naphthyridin-2-yl)-l-hexenyl]-, (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geoaetry unknown. 



CXX' 





C02H 



IT 227752-22-9P 769936-34-7P 

RL: PRP (Properties) j RCT (Reactant) ; SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(nonpeptide <xv{S3 antagonists in discovery and preclin. 
evaluation of potent avp3 antagonists for prevention and 
treatment of osteoporosis) 
RN 2277S2-22-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p-5-pyriwidinyl- 
, ethyl ester, OS)- (9CI) (CA INDEX NAME) 



IT 431040-43-6P 769 936-64 -3P 769936*65-47 

RL: RCT (Reactant); SPN (Synthetic preparation) > PREP (Preparation); RACT 
(Reactant or reagent) 

(nonpeptide avP3 antagonists in discovery and preclin. 
evaluation of potent av£3 antagonists for prevention and 
treatment of osteoporosis) 
RN 431040-43-6 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-oethyl-p- [6- (1. S. 6, 7-tetrahydro-l. 8- 
naphthyridin-2-yl)-l-hexenyl]-, ethyl ester, (PS) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geoaetry unknown. 
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COr* 




RN 769936-64-3 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-methoxy-p-[ 6- (1,5, 6, 7-tetrahydro-l, 8- 
naphthyridin-2-yl)-l-hexenyl)-, ethyl ester, (pS) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S) : 
PATENT ASSIGNEE(S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2003:69668 5 CAPLUS 
139:230784 

Malonate-Claisen rearrangement for preparation of 

integrin receptor antagonist intermediates 

Humphrey, Guy R. ; Farr, Roger N.; Lee. Jaeraoon 

Merck fc Co.. Inc., USA 

PCT Int. Appl., 25 pp. 

CODEN: PIXXD2 

Patent 

English 



KIND DATE 



ay™" 




WO 2003072042 
WO 2003072042 

tf: AE. AG. AL. 
CO, CR. CU. 
GM, HR. HU. 
LT, LU. LV, 
PT, RO, RU, 
UG, US, UZ, 
RW: GH. GM, KE, 
KG, KZ, MD, 
fl, FR, GB. 
BJ, CF, CG. 
PRIORITY APPLN. INFO. : 
OTHER SOURCE(S): 



APPLICATION NO. 



WO 2003-US54 76 



BG, BR, 
EE. ES, 



LC. 



A2 20030904 

A3 20040304 

AM, AT, AU, AZ, BA, BB, 

CZ, DE, DK, DM, DZ, EC, 

ID, IL, IN, IS. JP, KB. 

MA, MD, MG, MX, MN, MW, MX, MZ, NO, NZ, 

SC. SD, SE, SG, SK, SL, TJ, TM, TN, TR, 

VC, VN, YU, ZA, ZM, ZW 

LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, 
RU, TJ, TM, AT, 

GR, HU. IE, IT, LU, MC, NL. PT, SE, SI, 

CI. CM. GA, GN. GQ, GW. ML. MR, NE, SN. 

US 2002-360273P 
CAS REACT 139:230784; MARPAT 139:230784 



20030221 

CA. CH, CN, 

GD, GE, GH, 

LK, LR, LS, 

OM, PH. PL, 

TT, TZ, UA, 

AM, AZ. BY. 
CY, CZ, DE, DK, EE. ES, 
SK, TR. BF. 
TD, TG 
» 20020227 



RN 769936-65-4 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2- (1-methylethyl) -p- [6- (1, 5, 6, 7- 

tetrahydro-l,8-naphthyridin-2-yl)-l-hexenyl]-, ethyl ester, (PS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geoaetry unknown. 



air'"" 



REFERENCE COUNT: 




35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




OR2 II 



AB A process is described far the preparation of chiral unsatd. ester 
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inte mediates [I; having the (R) -configuration at the stereogenic center 
oarked with *;R1 - H, methyl; R2 - Cl-4 allcyl, phenyl-Cl-3-alkyl; e.g., 
3- (R) - (pynnidin-5-yl) -9- (5, 6, 7, 8-tetrahydro[ 1, 8] naphthyridin-2-yl) - (E) - 
non-4 -enoic acid Me ester], useful in the asym. syntheses of 
avP3 integrin receptor antagonists (no data) , which involves an 
efficient Claisen rearrangenent of a malonate ester of a chiral allylic 
ale. precursor (II; e.g., Et malonate ester of (R) -1- (pyrimidin-S-yl) -7- 
(5. 6, 7, 8~tetrahydro[l. 8] naphthyridin-2-yl) - (E) -hept-l-en-3-ol) followed by 
hydrolysis and decarboxylation. The unsatd. ester intermediates can be 
converted in a 2-step sequence into the desired substituted 
oonaaoic acid derivs. [e.g., 3-(S> -(pyrimidin-5-yl) -9- (5,6,7.9- 
tfltrahydro[1.8Jnaphthyridin-2-yl)oonanoic acid Me ester). 

IT 5932B2-80-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(in a malonate-Claisen rearrangenent for preparation of integrin receptor 
antagonist inte mediates) 
RN 593282-90-5 CAPLUS 

CN S-Pyrimidinepropanoic acid, p-[ (IE) -6- (1, 5, 6, 7-tetrahydro-l, B- 

naphthyridin-2-yl)-l-hexenyl]-. methyl ester, (PR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OCT 



(CH2) 4 ■ 




IT 593282-B1-6P 593292-Q2-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RAC! 
(Reactant or reagent) 

(malonate-Claisen rearrangement for preparation of integrin receptor 
antagonist intermediates) 
RN 593282-81-6 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1, 5,6, 7-tetrahydro-p-5-pyrimidinyl- 
, methyl ester. <pS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



ay 



(CH2) 6 s 



V 



RN 593282-82-7 CAPLUS 

CN 5-Pyriraidinepropanoic acid, p-f (IE) -6- (1, 5, 6, 7-tetrahydro-l, 8- 
naphthyridin-2-yl)-l-hexenyl]-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



ay 



IT 227752-24- IP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(malonate-Claisen rearrangement for preparation of integrin receptor 
antagonist intermediates) 
RN 227752-24-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-p-5-pyrioidinyl- 
, (BS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2002:977654 CAPLUS 
138:61306 

Preparation of pharmaceuticals containing 

(pyrimidinyl) tetrahydronaphthyridinylnonanoic acid 

Tris salt as an integrin receptor antagonist 

Humphrey, Guy R. ; Xu, Wei 

Merck & Co., Inc., USA 

PCT Int. Appl., 21 pp. 

CO DEN: PIXXD2 

Patent 

English 
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PATENT NO. 

WO 2002102374 

W: AE, AG, AL, 

CO. CR, CU, 

CM, HR, HU, 

LT. LU. LV, 



KIND DATE 

Al 20021227 

AM, AT, AU, A2, 

CZ, DE, OK, DM, 

ID, IL, 

MA, MD, 

SD, SE, 

VN, YU, 



APPLICATION NO. 



WO 200 2 -US 18 906 



IN, IS, 
MG, MX, 



20020614 

BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

DZ, EC, EE, ES, FI, GB, GO, GE, GH, 

JP, KE, KG, KR, KZ, LC, LK, LR, LS, 

MN, MW, MX, MZ, NO, NZ, OH, PH, PL, 

SK, SL, TJ, TM, TN, TR, TT. TZ, UA, 

ZW, AM. AZ. BY, KG, KZ. M0. RU, TJ. 

UG. ZM. ZW. AT. BE. CH. 

LU, MC, NL. PT. SE. TR. 

GN, GQ, GW, ML, MR, NE. SN, TD. TG 

US 2002-174016 20020618 



SL, SZ, TZ, 
GR. IE, 



SG, SI, 

UG, US, UZ, 
RW: GH, GM, KE, LS, MW, MZ, 
CY, DE, DK, ES, FI , FR, 
BF, BJ, CF, CG, CI, CM, 
US 2003004171 Al 20030102 

US 6750220 B2 20040615 

PRIORITY APPLN. INFO. : US 2001-299344P P 20010619 

AB The tris(hydroxymethyl)aminoaethane ("TRIS") salt of 3- (pyrimidin-S-yl) -9- 
(5.6,7,B-tetrahydro-[l,8)-naphthyridin-2-yl)oona»oic acid is a 
potent antagonist of the integrin avP3 receptor and is useful 
for the prevention and/or treatment of osteoporosis and vascular 
restenosis, as well as conditions associated with excessive angiogenesis, 
such as macular degeneration, diabetic retinopathy, atherosclerosis, 
inflammatory arthritis, cancer, and metastatic tumor growth. The 
invention also relates to a process for the preparation of the salt as well 

as 

pharmaceutical compns. containing the salt and methods of using the salt. 
Thus, the 3R or 3S isomer of 3- (pyrioidin-5-yl) -9- (5, 6, 7, B-tetrahydro- 
[1,8] -naphthyridin-2-yl) oonanoic acid was treated with 

tris (hydroxyme thy 1) ami noma thane in EcOH solution to give the title salts. 
The products were characterized by x-ray diffraction and FT- I R spectra and 
DSC. A 100-mg tablet is composed of 133 mg the active ingredient, 243 mg 
lactose, 20 mg c rosea rrael lose sodium, and 4 mg magnesium stearate. 

IT 479063-88-2P 4790&3-9O-6P 479063-93-9P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of pharmaceuticals containing 

(pyrimidinyl) tetrahydronaphthyridinyl 

nonanoic acid Tris salt as integrin receptor antagonist) 

RN 479063-88-2 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 1, 5,6, 7-tetrahydro-p-5-pyrimidinyl- 

, co mpd. with 2-aai no- 2- (hydroxyme thy l)-l,3-propanediol (1:1) (9CI) (CA 
INDEX NAME) 



CRN 227753-43-7 
CMF C21 H28 N4 02 



H . ya2-<_uzn 



CRN 77-86-1 
CMF C4 Hll N 03 



r 

HO— CH2— C— CH2- OH 



RN 479063-90-6 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1, 5.6.7- te trahydro-p- 5 -pyrimidinyl - 
, (PS)-, compd. with 2- amino- 2- (hydroxyme thyl) -1, 3-propanediol (1:1) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 227752-24-1 
CMF C21 H28 N4 02 



Absolute stereochemistry. 



ay 



CRN 77-86-1 
CMF C4 Hll N 03 



NH2 
I 

HO-CH2-C- CH2-OH 
CB2 — OB 

RN 479063-93-9 CAPLUS 
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CN l,8-Naphthyridine-2-nonanoic acid. 1, 5, 6, 7-tetrahydro-p-5-pyrimidinyl- 

. (PR)-, caspd. with 2-amino-2- (hydroxymethyl) -1,3-propanediol (1:1) 

(9CI) (CA INDEX HAKE) 

CM 1 

CRN 227752-23-0 
CKF C21 H2B HA 02 

Absolute stereochemistry. 




CM 2 

CRN 77-86-1 
CMF C4 Hll N 03 
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RN 227752-24-1 CAPUJS 

CN l»8-Naphthyridine-2-nonanoie acid, 1, S, 6, 7-tetrahydro-p-5-pyrimidinyl- 
. (PS)- (9CI) (CA INDEX NAKE) 

Absolute stereochemistry. 




RN 227753-43-7 CAPL0S 

CN 1, 8 -Naphthyridine-2- nonanoic acid, 1, 5, 6, 7-tetrahydro-p-S-pyrimidinyl- 
(9C1) (CA INDEX NAKE) 



H CH2-C02H 



REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

| 2 RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

HO- CH2 — C— CH2~ OH 
CH2- OH 



IT 227752-23-0 227752-24-1 227753-43-7 

PL: RCT (Reactant) t RACT (Reactant or reagent) 
(preparation of pharmaceuticals containing 
(pyrimidinyl) tetrahydronaphthyridinyl 

nonanoic acid Tris salt as integrin receptor antagonist) 
RN 227752-23-0 CAPLUS 

CN 1, 8 -Naph thy ridine- 2- nonanoic acid, 1, 5, 6, 7-tetrahydro-p-5-pyrimidinyl- 
, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2002:409266 CAPLUS 
136:409377 

Preparation of amine salts of an integrin receptor 
antagonist 

Humphrey, Guy R. ; Waters, Marjorie See; Xu, Vei 

Merck & Co., Inc., USA 

U.S. Pat. Appl. Publ., 21 pp. 

CO DEN : USXXCO 

Patent 

English 

1 
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CM 2 



CRN 77-86-1 
CMF C4 Hll N 03 



HO- CH2 - C- CH2- OH 
CH2— OH 



KIND DATE 



APPLICATION NO. 



DATE 



US 2002065291 
US 6444680 
PRIORITY APPLN. INFO.: 



US 2001-998416 



20011129 



20020530 
20020903 

US 2000-250268P P 20001130 

Amine salts of 3- (2-methyl-pyrimidin-5-yl) -9- (5, 6, 7, 8-tetrahydro- [1, 8] - 
naphthyridin-2-yl) nonanoic acid are potent antagonists of the 
integrin avp3 receptor and are useful for the prevention and/or 
treatment of osteoporosis and vascular restenosis, as veil as conditions 
associated with excessive angiogenesis, such as macular degeneration, 
diabetic retinopathy, atherosclerosis, inflammatory arthritis, cancer, and 
metastatic tumor growth. The invention also relates to a process for the 
preparation of the novel salts as well as pharmaceutical compns. containing 

salts and methods of using the salts. Also disclosed are 3(R)- and 

3(S) - (2-methylpyrimidin-5-yl) -9-(5,6,7,B-tetrahydro-[l,8] naphthyridin-2- 

yl) nonanoic acid (I) in the form of a zwitterion trihydrate. 

Thus, I were prepared in a series of steps. A 100-mg tablet was composed of 

100 mg active ingredient, 276 mg mannitol, 20 mg of c rosea rmel lose sodium, 

and 4 mg magnesium s tea rate. 

431040-45-ep 43104D-45-9P 43104O-47-0? 

431040-48-1P 431040-49-2P 431040-50-57 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amine salts of integrin receptor antagonist) 
431040-45-8 CAPLUS 

1, B-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-P- (2-methyl-5- 
pyrimidinyl) -, (BR)-, c ompd. with 2-aaino-2- (hydroxymethyl) -1, 3- 
propanediol (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 227753-48-2 
CMF C22 H30 N4 02 



RN 431040-46-9 CAPLUS 

CN 1, 8 -Naph thy ridine- 2 -nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-S- 
pyrimidinyl)-, (PS)-, compd. with 2-amino-2- (hydroxymethyl) -1, 3- 
propanediol (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 227753-49-3 
CMF C22 H30 N4 02 

Absolute stereochemistry. 



ay 



CRN 77-86-1 
CMF C4 Hll N 03 



HO-CH2-C-CH2-OH 



Absolute stereochemistry. 




RN 431040-47-0 CAPLUS 

CN 1,8 -Naph thy ridine-2- nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-i 
pyrimidinyl)-, trihydrate, (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



sthyl-5- 
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• 3 H20 

RN 431040-48-1 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1. 5, 6, 7-tetrahydro-p- (2-methyl-S- 
pyrimidinyl)-, trihydrate, (PR)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 

rY 



#3 R2O 

RN 431040-49-2 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl) (PS)-, coopd. with 2-aaino-2-methyl-l-propanol (1:1) 
(9CI ) (CA INDEX NAME) 

CM 1 

CRN 227753-49-3 
CMP C22 H30 N4 02 

Absolute stereochemistry. 



(CH 2 )6 s 
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CRN 124-68-5 
CMP C4 Hll N O 



r 

M«-C-CH2-0H 



RN 431040-50-5 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-, (PR)-, coopd. with 2-aoino-2-methyl-l-propanol (1:1) 
(9CI) (CA INDEX NAME) 



CRN 227753-48-2 
CMP C22 H30 N4 02 



Absolute stereochemistry. 

rY 



CRN 
OIF 



124-68-5 
C4 Hll NO 



Me-C-CH2-0H 



227753-49-2P 22T753-49-3P 404869-67-0? 
43 1040- 42- 5P 431040-43-6P 431040-44-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation) ; 
(Reactant or reagent) 

(preparation of amine salts of integrin receptor antagonist) 
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RN 227753-48-2 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 1, 5, 6, 7-tetrahydro-p- (2-nethyl-S- 
pyrimidinyl)-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 227753-49-3 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 1. 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-, (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 404869-67-6 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 1. 5. 6. 7-tetrahydro-p- (2-nethyl-S- 
pyrimidinyl)-. ethyl ester. (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 431040-42-5 CAPLUS 

CN 5-Pyrimidinepropanoic acid. 2-methyl-p-[6- (1, 5, 6. 7-tetrahydro-l, 8- 
naphthyridin-2~yl)-l-hexenyl)-. ethyl ester, (pR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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Me 



O 



RN 431040-43-6 CAPLUS 

CN 5-Pyrimidinepropanoic acid. 2-methyl-p- [6- (1, 5. 6. 7-tetrahydro-l , 8- 
naphthyridin-2-yl)-l-hexenyl]-, ethyl ester. (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




O 



RN 431040-44-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5. 6. 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-. ethyl ester, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



IT 431040-51-69 43 1040- 52- TP 43104O-53-8P 

RL: SPN (Synthetic preparation)? THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of amine salts of integrin receptor antagonist) 
RN 431040-51-6 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid. 1. 5. 6, 7-tetrahydro-P- (2-methyl-5- 
pyrimidinyl)-, monoaaaonium salt, (PR) - (9CI) (CA IN0EX NAME) 



Absolute stereochemistry. 
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• NH3 



RN 431040-52-7 CAPLUS 

CN l,8-Naphtnyridine-2-nonanoic acid, 1, S.6,7-tetrahydro-p- (2-methyl-S- 
pyrimidinyl)-, (BR)-, compd. with 1. 2-ethanediamine (lsl) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 227753-48-2 
CKF C22 H30 N4 02 

Absolute stereochemistry. 




CM 2 

CRN 107-15-3 
CKF C2 H3 N2 



H2N-CH2-CH2-NH2 



RN 431040-53-8 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1,5,6,7-tetrahydro-B- (2-nethyl-5- 
pyrimidinyl) -, (PR)-, compd. vith N-(phenylmethyl)benzeneraethanamine 
(lsl) (9CI) (CA INDEX NAME) 

CH 1 

CRN 2277S3-48-2 
CKF C22 H30 N4 02 
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Absolute stereochemistry. 




CM 2 

CRN 103-49-1 
CMF C14 H15 N 

Ph-CH2-NH-CH2-Ph 
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ACCESSION NUMBER: 2002:275794 CAPLUS 

DOCUMENT NUMBER: 136:309803 

TITLE: Preparation of a phosphoric acid salt of an integrin 

receptor antagonist 
INVENTOR(S): Meissner. Robert S.» Xu, Vei 

PATEXT ASSIGNEE (S) : Merck & Co., Inc., USA 
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invention also relates to a process for the prepn. of the novel salt as 
well as pharmaceutical compns. and methods of use. Thus, I-H3P04 
was prepd. from I Et ester via sapon. with aq. NaOH followed by reaction 
of H3P04 in EtOH. The the crystal structure of I-H3P04 was detd. 
via x-ray powder diffraction. 
IT 408357-11-9P 408357-1 2-0 P 408357- 13- IP 

RL: PRP (Properties); SPN (Synthetic preparation) » THU (Therapeutic use) i 
BIOL (Biological study) t PREP (Preparation); USES (Uses) 

(preparation of crystalline phosphoric acid salt of integrin <svB3 
receptor antagonist useful as therapeutic for osteoporosis and vascular 
restenosis) 
RN 408357-11-9 CAPLUS 

CN lH-Pyrido[2, 3-b)atepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
methoxy-S-pyrimidinyl)-6~oxo-, phosphate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 312262-23-0 
CMF C23 H30 N4 04 




CM 2 

CRN 7664-38-2 
CMF H3 04 P 



OMe 




AB The phosphoric acid salt of 3- (2-Dethoxy-pyriaidin-S-yl) -S-oxo-9- (6, 7,8, 9- 
tetrahydro-5H-pyrido{2. 3-b] azepin- -yl) -ooaaaolc acid (I) is a 
potent antagonist of the integrin avp3 receptor and is 
useful for the prevention and/or treatoent of osteoporosis and vascular 
restenosis, as well as conditions associated with excessive angiogenesis, 
such as macular degeneration, diabetic retinopathy, atherosclerosis, 
inflammatory arthritis, cancer, and metastatic tumor growth. The 



0 
II 

HO-P-OH 
I 

OH 



RN 408357-12-0 CAPLUS 

CN lH-Pyrido[2,3-b] azepine-2-nonanoic acid, 5,6,7,8-tetrahydro-0-(2- 
raethoxy-5-pyrimidinyl)-S-oxo-, (BS)-, phosphate (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 312262-25-2 
CMF C23 H30 N4 04 

Absolute stereochemistry. Rotation (-). 



10/ 618,414 




CRN 7664-38-2 
CMF H3 04 P 



HD-P-OH 
I 



RN 408357-13-1 CAPLUS 

CN lH-Pyrido{2,3-b]azepine-2-nonanoic acid, 5, 6, 7, B-tetrahydro-p- (2- 
methoxy-S-pyriraidinyl) -6-oxo-, (PR)-, phosphate (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 312262-24-1 
CMF C23 H30 N4 04 



Absolute stereochemistry. 
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HO-P-C 
I 



IT 312262-25-2P 408357-19-7P 408357-20-0P 
408357-21-1P 408357-23-37 

RL: PUR (Purification or recovery); RCT (Reactant) » SPN (Synthetic 
preparation) i PREP (Preparation)! RACT (Reactant or reagent) 

(preparation of crystalline phosphoric acid salt of integrin avp3 
receptor antagonist useful as therapeutic for osteoporosis and vascular 
restenosis) 
RN 312262-2S-2 CAPLUS 

CN lH-Pyrido[2, 3-b] azepine-2-nonanoic acid, 5,6, 7, 8-tetrahydro-P- (2- 
nethoxy-S-pyrialdinyl) -6-oxo-, (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 





RN 408357-19-7 CAPLUS 

CN Propanedioic acid, { (IS) -1- (2-nethoxy-5-pyrimidinyl) -3-oxo-7- (5,6,7,8- 

tetrahydro-lH-pyrido[2,3-bJazepin-2-yl)heptyll-, diethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




YY 



CRN 7664-38-2 
CMF H3 04 P 



40B357-20-0 CAPLUS 

Propanedioic acid, [ (IS) -1- (2-raethoxy-S-pyrimidinyl) -3-oxo-7- (5, 6, 7, 8- 
tetrahydro-lH-pyrido[2,3-b)azepin-2-yl) heptylj -. raonoethyl ester (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 
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me thoxy-S-pyrimidinyl> -6-oxo- (9C1) (CA INDEX NAME) 





408357-21-1 CAPLUS 

lH-Pyrido[2,3-b)azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 



methoxy-5-pyrimidinyl) • 
INDEX NAME) 



Absolute stereochemistry. 



ethyl ester, (PS)- (9CI) (CA 





RN 408357-23-3 CAPLUS 

CN Propanedioic acid, ( (1R) -1- (2-nethoxy-S-pyrimidinyl) -3-oxo-7- (5. 6, 7, 8- 

tetrahydro-lH-pyrido{2,3-b)azepin-2-yl)heptyl)-, diethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



\ ' EtO.J^^OEt 



312262-23-0 

RL: RCT (Reactant) t RACT (Reactant or reagent) 

(preparation of crystalline phosphoric acid salt of integrin avP3 
receptor antagonist useful as therapeutic for osteoporosis and vascular 
restenosis) 

312262-23-0 CAPLUS 

lH-Pyrldo[2,3-b]azepine-2-nonanoic acid, 5, 6. 7, B-tetrahydro-p- (2- 



CP" 



O CH2- C02H 

II I 
(CH 2 )4~C-CH2-C- 



-XX 



RACT 



IT 312262-24-tP 408357-18-6P 408357-2S-SP 
408357*27-77 

RL: RCT (Reactant) » SPN (Synthetic preparation); PREP (Preparation); 
(Reactant or reagent) 

(preparation of crystalline phosphoric acid salt of integrin avB3 
receptor antagonist useful as therapeutic for osteoporosis and vascular 
restenosis) 
RN 312262-24-1 CAPLUS 

CN lH-Pyrido(2, 3-b} azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
methoxy-5-pyrimidinyl) -6-oxo- . (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





C02H 



408357-18-6 CAPLUS 

Propanedioic acid, [1- (2-nethoxy-S-pyrimidinyl) -3-oxo-7- (5, 6, 7, B- 
tetrahydro-lH-pyrido(2,3-blazepin-2-yl)heptyl] -, diethyl ester (9CI) 
INDEX NAME) 



(I 

EtO-C 



0^ 



I il 

O CH- C- OEt 

(CH2) 4- C- CH2- CH— N 

N 0 



RN 
CN 



408357-25-5 CAPLUS 



Propanedioic acid, { (1R) -1- (2-nethoxy-S-pyrimidinyl) -3-oxo 
tetrahydro-lH-pyridoi2,3-bJa2epin-2-yl)heptyl) -, monoethyl 
(CA INDEX NAME) 



»-7-(5, 6,7.8- 
ester (9CI) 



Absolute stereochemistry. 



10/ 618,414 
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RN 408357-27-7 CAPLUS 

CN lH-Pyrido[2, 3-b) azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-B- (2- 
nethoxy-S-pyricudinyl) -&-OXO-, ethyl ester, (PR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochenistry. 



IT 312262-23 -ODP, salt 

RL: SPN (Synthetic preparation) t PREP (Preparation) 

(preparation of crystalline phosphoric acid salt of integrin avB3 
receptor antagonist useful as therapeutic for osteoporosis and vascular 
restenosis) 

RN 312262-23-0 CAPLUS 

CN lH-Pyrido[2, 3-b) azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-B- (2- 
raethoxy-5-pyriaidinyl)-5-oxo- (9CI) (CA INDEX NAME) 



CH2-CO2H 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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OTHER SOURCE(S): 
AB The present inventi' 



20000726 
20010720 



US 2000-220903P 
VO 2001-US22938 

MARPAT 136:134745 

in relates to novel chain-f luorinated alkanoic acid 
derivs. XCH2CH2CR32CH2CR4 2CH2CHR5CH2C02R6 (1» e.g. (3S) -5, 5-di f luoro-3- (2- 
raethylpyrinudin-S-yl) -9- (5, 6, 7, 8-tetrahydro[l, B] naphthyridin-2-yl) 
nonanolc acid), their synthesis, and their use as ov 

integrin receptor antagonists. More particularly, the cotnpds. of the 
present invention are antagonists of the integrin receptors 
<xvB3 and/or nvB5 and are useful for inhibiting bone 

resorption, treating and preventing osteoporosis, and inhibiting vascular 
restenosis, diabetic retinopathy, macular degeneration, angiogenesis. 
atherosclerosis, inf lamaation, inf lacuna to ry arthritis, viral disease, 
cancer, and metastatic tumor growth. In 1, X - 5,6, 7, B-tetrahydro-1, 8- 
naphthyridin-2-yl, 2,3-dihydro-lH-pyrrolo[2,3-b]pyridin-2-yl, 
5,6,7,8-tetrahydro-9H-pyrido[2.3-b)azepin-2-yl, or 6-R2NHpyridin-2-yl, 
wherein each nonarom. ring C atom is unsubstituted or independently 
substituted with one or two Rl substituents and each aromatic ring C atom is 
unsubstituted or independently substituted with one Rl substituent. Rl - 
Cl-8 alkyl, C3-8 cycloalkyl, C3-8 cycloheteroalkyl, C3-B cycloalkyl-Cl-6 
alkyl, C3-8 cycloheteroalkyl-Cl-6 alkyl, aryl, aryl-Cl-6 alkyl, amino, 
amino-Cl-6 alkyl, Cl-3 acylaraino, Cl-3 acylamino-Cl-6 alkyl, (Cl-6 
alkyl) 1-2-amino, C3-6 cycloalkyl -CO- 2 amino, (Cl-6 alkyl) l-2-amino-Cl-6- 
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alkyl, Cl-6 alkoxy, CI -4 alkoxy-Cl-6 alkyl, hydroxycarbonyl. 
hydroxycarbonyl-Cl-6 alkyl, Cl-3 alkoxycarbonyl, Cl-3 alkoxycarbonyl-Cl-6 
alkyl, hydroxy, hydroxy-Cl-6-alkyl, nitro, cyano, trif luoroaethyl, 
trifluoromethoxy, trif luoroethoxy, Cl-B alkyl-S (O) 0-2, (Cl-8 
alkyl) 0-2- ami nocarbonyl, Cl-B alkyloxycarbonylaraino, (Cl-8 
alkyl) 1-2-aminocarbonyloxy, (aryl Cl-3 alkyl) 1-2-amino, (aryl) 1-2-amino, 
aryl-Cl-3 alkylsulfonylamino, and Cl-8 alkylsulf onylaminoJ or two Rl 
substituents, when on the same nonarom. C atom, are taken together with 
the C atom to which they are attached to form a carbonyl group, or two Rl 
substituents, together with the nonarom. C atoms to which they are 
attached, join to form a 4- to 6-membered satd. or unsatd. carbocyclic 
ring. R2 is H or CI -4 alkylt R3 is fluoro and R4 is H or R3 is H and R4 
is fluoro. Although the methods of prepn. are not claimed, .apprx.10 
example prepns. are included. Representative compds. of the present 
invention were tested and found to bind to human «v©3 integrin. 
These compds. were generally found to have IC50 values <10 nM in the SPAV3 
assay. Representative compds. of the present invention were also tested 
in the SPAV5 assay to det. affinity for the avB5 receptor. 
These compds. were generally found to have IC50 values <100 nM. 
312262-91-2P, 2-( ( 1R> - (2-Methylpyriraidin-S-yl) -3-oxo-7- (5, 6, 7, 8- 
tetrahydro[l,8}naphthyridin-2-yl)heptylJraalonic acid diethyl ester 
312262-95-6?, 3- (2-Methylpyrimidin-5-yl) pent-4-enoic acid ethyl 
ester 312262-96-7P, 5-Hydroxy-3- (2-methylpyriraidin-5- 
yDpentanoic acid ethyl ester 312262-97-6P, 3- (2-Methylpyriraidin- 
5-yl)-5-oxopentanoic acid ethyl ester 312263-52-BP, 

2- [ (IS) - (2-Methylpyriraidin-S-yl) -3-oxo-7- ( 5, 6, 7, 8- 
tetrahydro(l,8]naphthyridin-2-yl)heptyl]malonic acid diethyl ester 
393177-66-7P, <3S) -3- (2-Methylpyrioidin-5-yl) -S-oxo-9- ( 5, 6, 7,8- 
tetrahydro(l.S) naphthyridin-2-yl) nooaaoic acid ethyl ester 
393177-67-9P, (3S) -5, 5-Dif luoro-3- (2-methylpyrimidin-S-yl) -9- 
(5,6, 7, B-tetrahydro(l, 8] naphthyridin-2-yl) nooaaolc acid ethyl 
ester 393177-69-0P, (3R) -3- (2-Methylpyriraidin-S-yl) -5-oxo-9- 

(5. 6, 7, 8-tetrahydro{ 1, 8] naphthyridin-2-yl) noaanolc acid ethyl 
ester 393177-71-4P. (3S) -3- (2-Methylpyriraidin-S-yl) -5-oxo-9- (3- 
cyclopropyl-5, 6.7, 8-tetrahydro[l, 8 J naphthyridin-2-yl) noaanoic 
acid ethyl eater 393177-72-5P, (3R) -3- (2-Methylpyriraidin-5-yl) -5- 
oxo-9- (3-cyclopropyl-5, 6, 7, 8 -tetrahydrol 1, B ) naphthyridin-2-yl) 
noaanoic acid ethyl ester 393177-73-6P, 

(3S) -9- (3-Cyclopropyl-5. 6.7, 8-tetrahydro[1.8] naphthyridin-2-yl) -5,5- 
dif luoro-3- (2-ra*thylpyriraidin-S-yl)aoaaaoic acid ethyl ester 
393177-76-9P. (3S) -3- (2-Methoxypyriraidin-5-yl> -S-oxo-9- (5, 6,7, 8- 

tetrahydro( 1.8) naphthyridin-2-yl) ra o n a a olc acid ethyl ester 
393177-77 -OP, ( 3R) -3- (2-Methoxypyriaidin-5-yl) -5-oxo-9- (5, 6. 7. 8- 

tetrahydro{1.81 naphthyridin-2-yl)aoaaaolc acid ethyl ester 
393177-78- IP, (3S) -5, 5-Dif luoro-3- (2-methoxypyrimidin-5-yl) -9- 

(5, 6, 7,8-tetrahydco{l. 8] naphthyridin-2-yl) raoaaaolc acid ethyl 
ester 393177-60-5P, (3S) -3- (2-Methoxypyrimidin-S-yl) -4- [2-{4- 

(5,6, 7, 8- tetrahydrol 1,8] naphthyridin-2-yl)butyl] -l,3-dithioan-2- 
yljbutanoic acid ethyl ester 393177-61-6P, (3S) -5, 5-Dif luoro-3- 

(2-oethylpyriraidin-5-yl) -9- (3-brora©-5, 6, 7, B-tetrahydro[l. 8] naphthyridin-2- 
yl) raoaaaolc acid ethyl ester 393177-82-7P, 

3- (2-Methylpyriraidin-S-yl) -7-OXO-9- (5. 6, 7, B-tetrahydro[l. 8] naphthyridin-2- 
yl)aooanolc acid ethyl ester 393 1 77-66— IP , 

3- ( 2 -Me thy lpy riaidin-5-yl) -7-oxo-9- (5. 6, 7, 8-t«trahydro[ 1, 8] naphthyridin-2- 
yl)-non-5-enoic acid ethyl ester 393177-67-2?, 

<3S) -3- (2-Methylpyriraidin-5-yl) -5-OXO-9- (5. 6, 7, 8-tetrahydrc-9H-pyrido{ 2, 3- 
b)azepin-2-yl)aoa*aolc acid ethyl ester 393177-68-3P. 

(3R) -3- (2-Methylpyriaidin-5-yl) -S-oxo-9- (5. 6. 7, B-tetrahydro-9H-pyrido[2. 3- 
b)azepin-2-yl)aoa*aolc acid ethyl ester 

RL: RCT (Reactant) t SPN (Synthetic preparation)/ PREP (Preparation) * RACT 
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(Reactant or reagent) 

(intermediate; prepn. of heterocycle-substituted chain-f luorinated 
carboxylic acids and esters useful as sv integrin receptor 
antagonists) 

RN 312262-91-2 CAPLUS 

CN Propanedioic acid, [ (1R) -1- (2-raethyl-5-pyriraidinyl) -3-oxo-7- (1, 5, 6, 7- 

tetrahydro-l,8-naphthyridin-2-yl)heptyl]-, diethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 312262-95-6 CAPLUS 

CN 5-Pyriraidinepropanoic acid, B-ethenyl-2 -methyl-, ethyl ester (9CI) 
(CA INDEX NAME) 



H2C=CH 
EtO-C-CH2-CH 



XX 

« M 



RN 312262-96-7 CAPLUS 

CN 5-Pyrioidinepropanoic acid, B- (2-hydroxyethyl) -2-aethyl-. ethyl ester 
(9CI) (CA INDEX NAME) 



O CH2~ CH2~ OH 

II I 
EtO-C-CH2-CH 



XX. 



RN 312262-97-B CAPLUS 

CN S-Pyriaidinepropanoic acid, 2-aethyl-B- (2-oxoethyl) -, ethyl ester 
(9CI) (CA INDEX NAME) 



10/ 618,414 
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EtO— C-CT2-CH 



RN 312263-52-8 CAPLUS 

CN Propanediqic acid, ( (IS) -1- (2-raethyl-5-pyrimidinyl) -3-oko-7- (1, 5,6, 7- 

tetrahydro-l.8-naphthyridin-2~yl)heptyl]-, diethyl ester (9CI) (CA INDEX 
NAME) 



tetrahydro 
NAME) 

Absolute stereochemistry. 




V 



RN 393177-66-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-p- (2-raethyl-S- 
pyrimidinyl)-»-o*o-, ethyl ester, (PS)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



CXT"~ 



,Y 
Y 




RN 393177-67-9 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, S,ft-dif luoro-1, 5, 6, 7- 

tetrahydro-p-(2-raethyl-5-pyrimidinyl)-, ethyl ester, OS) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ay 




RN 393177-69-0 CAPLUS 

CN 1. B-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-ft-oxc-, ethyl ester, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OCT" 




RN 393177-71-4 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5, 6, 7-tetrahydro-p- 
(2-nethyl-S-pyrimidinyl)-ft-oxo-, ethyl ester. (pS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 





RN 393177-72-5 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5, 6, 7-tetrahydro-p- 
(2-methyl-5-py^imidinyl) -ft-oxo-, ethyl ester, (pR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 393177-73-6 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 3 -cyclop ropy 1 -ft. S-dif luoro- 
l, 5, 6, 7-tetrahydro-p- (2-raethyl-5-pyrimidinyl) ethyl ester, 
(PS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-76-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methoxy-S- 
pyrimidinyl)-»-oxo-, ethyl ester, (pS>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-77-0 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1. 5,6, 7-tetrahydro-p- (2-methoxy-5- 
pyriaidinyl|-&-o*o-, ethyl ester. (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 393177-78-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, ft, ft-dif luoro-1, 5, 6, 7- 

tetrahydro-P-(2-methojry-5-pyrimidinyl)-, ethyl ester, (PS)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-80-5 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-raethoxy-p-l{2-(4-(l,S,6. 7-tetrahydro- 

1. 8 -naphthyridin-2-yl) butyl] -l,3-dithiolan-2-yl) methyl}-, ethyl ester, 
(PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-81-6 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 3-bromo-*,ft-dif luoro- 

1. 5, 6, 7-tetrahydro-p- (2-methyl-S-pyrimidinyl) -, ethyl ester, 
(PS)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



car* 




RN 393177-82-7 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-<-oxo-, ethyl ester (9CI) (CA INDEX NAME) 



j^^^jj— CH 2 - CH 2 - C- (CH2) 



RN 393177-96-1 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-methyl-p-[4-o*o-6-(l,S,6,7-tetrahydro- 

l,8-naphthyridin-2-yl)-2-hexenyl)-. ethyl ester (9CI) (CA INDEX NAME) 



CH2-C-OEt 
= CH-CH2-CH— jj^J^ 



RN 393177-97-2 CAPLUS 

CN !H-Pyrido[2,3-b]azepine-2-nonanoic acid. S. 6, 7, 8-tetrahydro-P- (2- 
oethyl-5-pyTimidinyl)-o-oxo-, ethyl ester, (PS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 
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RN 393177-88-3 CAPLUS 

CN lH-Pyrido(2,3-b]azepine-2-nonanoic acid, 5. 6. 7, 8-tetrahydro-p- (2- 
methyl-5-pyrimidinyl)-8-oxo-, ethyl ester, OR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 





393177-64-5P, <3S) -5, 5-Dif luoro-3- (2-oethylpyrinddin-&-yl) -9- 
(5, 6, 7, B-tetrahydro[l, 8] naphthyridin-2-yl) oonanolc acid 
393177-68-9P, (3R) -5, 5-Dif luoro-3- <2-Methylpyrimidin-S-yl) -9- 
(5, 6, 7, 8-tetrahydro[l, 8 J naphthyridin-2-yl) oonanolc acid 
393177-70-3P, (3S) -9- (3-Cyclopropyl-5, 6, 7, 8- 

tetrahydro(l, 8 J naphthyridin-2-yl) -5, 5-dif luoro-3- (2-raethylpyrimidin-S-yl) 

oonanolc acid 393177-74-7P, (3R) -9- (3-Cyclopropyl- 

5, 6,7,8-tetrahydro[l,8J naphthyridin-2-yl) -5. 5-dif luoro-3- (2- 

oethylpyrimidin-5-yl) oonanolc acid 393177-7S-8P, 

(3S) -5, 5-Dif luoro-3- (2-Methoxypyrimidin-5-yl) -9- ( 5, 6, 7, 8- 

tetrahydro{l, 8] naphthyridin- 2-yl) oonanolc acid 

393177-79-2P, (3R) -5, 5-Dif luoro-3- (2-Methoxypyrimidin-5-yl) -9- 
(5,6, 7,8-tetrahydro[l,8] naphthyridin-2-yl)nonanolc acid 
393177-89-4P, 5. 5-Dif luoro-3- (pyrinidin-S-yl) -9- ( 5, 6, 7. 8 - 
tetrahydro[l, 8 Jnaphthyridin-2-yl) oonanolc acid 

393177-90-7P, (3S) -5, 5-Dif luoro-3- (pyrimidin-5-yl) -9- (5, 6, 7, 8- 
tetrahydro [1,8] naphthyridin-2-yl) oonanolc acid 

393177-91-8P, (3R) -5, 5-Dif luoro-3- (pyrimidin-S-yl) -9- (5, 6, 7. B- 
te t r ahydro [1,8] naph thy r idi n-2-yl) oonanolc acid 

393177-92-9?, 5, 5-Dif luoro-3- (2-methojrypyrimidin-5-yl> -9- (5,6, 7,9- 
tet r ahydro [ 1 , 8 ) naphthyridin-2-yl) oonanolc acid 

393177-93-0P, 5, 5-Dif luoro-3- (2-methylpyriraidin-5-yl> -9- (5. 6. 7. 9- 
tet rahydrol 1,8] naphthyridin-2-yl) oonanolc acid 

393177-94-1P, 9- (3-Cyc lop ropy 1-5, 6, 7, 9 -tetrahydro[ 1, 9 ) naphthyridin- 
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2-yl) -5, 5-dif luoro-3- (2-aethylpyrimidin-5-yl) oonanolc acid 
393177-93-2P, 5. 5-Dif luoro-3- (pyrimidin-S-yl) -9- (5, 6, 7, 9- 
tetrahydro-9H-pyrido[2,3-b] azepin-2-yl) oonanolc acid 
393177-96-3?, (3S) -5. 5-Dif luoro-3- (pyrinidin-S-yl) -9- (5. 6, 7. 8- 
tetrahydro-9H-pyrido[2,3-b] azepin-2-yl) o on a n olc acid 
393177-97-4P. (3R) -5, 5-Dif luoro-3- (pyrimidin-S-yl) -9- (5, 6, 7, 8- 
tetrahydro-9H-pyrido[2,3-b] azepin-2-yl) oonanolc acid 
393177-98-5P, 5, 5-Dif luoro-3- (2-nethylpyrinidin-5-yl) -9- (5. 6. 7, 8- 
tetrahydro-9H-pyrido[2, 3-b] azepin-2-yl) oonanolc acid 

393177- 99-69, (3S) -5, 5-Dif luoro-3- (2-methylpyrimidin-S-yl> -9- 
(5, 6, 7, 8-tetrahydro-9H-pyrido(2, 3-b] azepin-2-yl) oonanolc acid 

393178- 00-2P. (3R) -5, 5-Dif luoro-3- (2-methylpyrimidin-S-yl) -9- 
(5.6, 7, 8-tetrahydro-9H-pyrido[2, 3-b] azepin-2-yl) oonanolc acid 

393178-01-3P, 5, 5-Dif luoro-3- (2-methoxypyrinidin-S-yl) -9- (5. 6.7,8- 
tetrahydro-9H-pyrido(2, 3-b] azepin-2-yl) oonanolc acid 

393176-02-4P, (3S) -5, 5-Dif luoro-3- (2-Bethtnrypyrimidin-S-yl) -9- 
(5,6,7,B-tetrahydro-9H-pyrido[2. 3-b] azepin- 2-yl) oonanolc acid 

393178-03-5P, (3R) -5, 5-Dif luoro-3- (2-nethoxypyriraidin-S-yl) -9- 

(5. 6, 7, B-tetrahydro-9H-pyrido(2, 3-b] azepin- 2-yl) oonanolc acid 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study): PREP (Preparation); USES 

(Uses) 

(prepn. of heterocycle-substituted chain-f luorinated carboxylic acids 
and esters useful as ov integrin receptor antagonists) 
RN 393177-64-5 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 6,6-difluoro-l,S,6,7- 

tetrahydro-p-(2-methyl-5-pyrimidinyl)-. (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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1, 5, 6, 7-tetrahydro-p- (2-raethyl-5-pyrimidinyl) -, (BS) - 

INDEX NAME) 



(Continued) 
(9CI) (CA 



Absolute stereochemistry. 



ocjc;".^" 



Our* 





RN 393177-68-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, »,5~dif luoro-1. 5. 6, 7- 

tetrahydro-p-(2-nethyl-S-pyrinidinyl)-. (PR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



ay 



(CH2U 




RN 393177-70-3 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-B.*-dif luoro- 



RN 393177-74-7 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-6,*-dif luoro- 
l,S,6,7-tetrahydro-p-(2-nethyl-S-pyriraidinyl)-, ethyl ester, 
(PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



cog-- 

w 

RN 393177-75-8 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 6,»-dif luoro-1, 5, 6, 7- 

tetrahydro-p-(2-cjethoxy-5-pyrinidinyl)-. (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 

Cu A 



RN 393177-79-2 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, »,B-dif luoro-1, 5, 6, 7- 

tetrahydro-p-(2-nethoxy-5-pyrinidinyl)-, (pR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 393177-89-4 CAPLUS 

CN 1, 9-Naphthyridine-2-nonanoic acid, 6,6-dif luoro-1. 5. 6. 7- 
tetrahydro-p-S-pyrimidinyl- (9CI) (CA INDEX NAME) 



CH2-CO2H 




RN 393177-90-7 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid. S.o-dif luoro-1. 5, 6, 7- 

tetrabydro-p-5-pyrimidinyl-, (pS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-91-9 CAPLUS 

CN 1.9-Naphthyridine-2-nonanoic acid, »,©-dif luoro-1, 5. 6, 7- 

tetrahydro-p-S-pyrimidinyl-. (PR) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-92-9 CAPLUS 
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CN l,9-Naphthyridine-2-nonanoic acid, 6, o-dif luoro-1, 5, 6, 7- 

tetrahydro-p- (2-methoxy-5-pyrimidinyl> - (9CI) (CA INDEX NAME) 



CH2-C02H 




RN 393177-93-0 CAPLUS 

CN l,9-Naphthyridine-2-nonanoic acid, 6. »-dif luoro-1, 5,6,7- 

t«trahydro-p-(2-methyl-5-pyrimidinyl)- (9CI) (CA INDEX NAME) 



CH2-CO2H 




RN 393177-94-1 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid. 3-cyclopropyl-»,&-dif luoro- 

l,5.6,7-tetrahydro-p-(2-methyl-5-pyrimidinyl)- (9CI) (CA INDEX NAME) 



CH2~ CO2H 




RN 393177-95-2 CAPLUS 

CN lH-Pyrido(2,3-b]azepine-2-nonanoic acid. ». 5-dif luoro-5, 6, 7, 8- 
tetrahydro-p-S-pyrimidinyl- (9CI) (CA INDEX NAME) 



CH2-CO2H 




RN 393177-96-3 CAPLUS 

CN lH-Pyrido[2, 3-b} azepine-2-nonanoic acid, 5,»-difluoro-5. 6,7, 8- 

tetrahydro-p-5-pyrimidinyl-, (pS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN lH-Pyrido[2, 3-b] azepine-2-nonanoic acid, ©. 6-dif luoro-5, 6, 7, 8- 
tetrahydro-p-5-pyriraidinyl-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 393177-99-5 CAPLUS 

CN 1H-Pyrida[2, 3-b] azepine-2-nonanoic acid. 6, 6-dif luoro-5, 6, 7, 8- 
tetrahydro-p-(2-methyl-5-pyrimidinyl)- (9CI) (CA INDEX NAME) 



CH2-CO2H 




RN 393177-99-6 CAPLUS 

CN lH-Pyrido(2,3-b]azepine-2-nonanoic acid, 5,6-dif luoro-5. 6. 7, B- 
tetrahydro-p-(2-Dethyl-5-pyrimidinyl)-. (pS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 393178-00-2 CAPLUS 

CN lH-Pyrido[2, 3-b] azepine-2-nonanoic acid, 8, 6-dif luoro-5. 6.7.8- 
tetrahydro-p-U-methyl-S-pyrijaidinyl)-, (pR)- (9CI) (CA INDEX 
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NAME) 

Absolute stereochemistry. 




RN 393178-01-3 CAPLUS 

CN lH-Pyrido[2, 3-b) azepine-2-nonanoic acid, 8, 6-dif luoro-5, 6, 7, B- 
tetrahydro-p-(2-methoxy-5-pyrimidinyl>- (9CI) (CA INDEX NAME) 



CH2-CO2H 




RN 393178-02-4 CAPLUS 

CN !H-Pyrido[2, 3-b) azepine-2-nonanoic acid, 8. 8-dif luoro-5. 6, 7, 8- 
tetrahydro-p-(2-methoxy-5-pyrimidinyl)-, (pS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 393178-03-5 CAPLUS 

CN lH-Pyrido[2,3-b)azepine-2-nonanoic acid. 5, 6-dif luoro-5, 6, 7, 8- 
tetrahydro-p-(2-methoxy-5-pyrimidinyl)-, (pR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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rV 

(CH2> « y'V^A^" 



RN 312261-74-9 CAPLUS 

CN 1, 8 -Naphthyridine- 2-nonanoic acid, 1, 5, 6. 7-tetrahydro-B- (2-methyl-S- 
py rimidinyl) -5-oxo- , <BS)- (9CI) (CA IN0EX NAME) 

Absolute stereochemistry. 



The invention discloses novel dooaooIc acid derivs. I [X - 

substituted pyridine, pyrimidine. naphthyridine, etc; R3, R5 - H, OH, 

alkoxy; R4, R6 - H, alkyl; R3 and R4 or R5 and R6 taken together nay forn 

carbonyl oxygen; R7 - (un) substituted Ph, naphthyl, pyridyl, furyl, 

thienyl, etc.; R8 - H, alkyl] as aV integrin receptor antagonists 

along vith methods for preparation Thus, compound II was prepared in eight 

19 

from 6-oxo-heptanoic acid vith chroma tog. resolution of intermediate 
diketoester racemate. More particularly, the coopds. of the present 
invention are antagonists of the integrin receptors «vB3 and 
avBB, and are useful for inhibiting bone resorption, treating 
and preventing osteoporosis, and inhibiting vascular restenosis, diabetic 
retinopathy, macular degeneration, angiogenesis, atherosclerosis, 
inflammation, inflammatory arthritis, viral disease, cancer, and 
metastatic tumor growth. 

312261- 73-7P 312261-74-8? 312262-0O-3P 

3 12262- 0 1-4 P 312262-03-6P 312262-04-7? 
312262-06-9? 312262-07-0P 3122S2-09-2P 
312262-10-5P 312262-12-77 312262-13-8? 
312262-15-OP 312262-16-1P 312262-21-8? 
312262-22-9? 312262-24-1? 312262-25-2? 
312262-35-4? 312262-36-5? 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PUR (Purification or recovery); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study): PREP 
(Preparation); USES (Uses) 

(preparation and biol. activity of n ominal c acid derivs. as 

aV integrin receptor antagonists) 
312261-73-7 CAPLUS 

1. 8 -Naphthyridine- 2- nonanoic acid, 1, 5, 6, 7-tetrahydro-B- (2-methyl-5- 
pyrimidinyl)-o-oxo-. (BR) - (9CI) (CA INDEX NAME) 



ay™' 




RN 312262-00-3 CAPLUS 

CN 1, 8-Naphthyridi ne-2-nonanoic acid, 3-cyclopropyl-l, 5,6. 7- tetrahydro-B- 
(2-methyl-5-pyrimidinyl)-6-oxo-, (BR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-01-4 CAPLUS 

CN l,9-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5,6, 7-tetrahydro-B- 
(2-methyl-S-pyrimidinyl) -5-oxo-, (B3)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 312262-03-6 CAPLUS 

CN l,8-Naphthyridina-2-nonanoic acid, 3-cyclopropyl-l. 5, 6, 7-tetrahydro-p- 
(2-iietnoay-S-pyrinidinyl)-*-oxo-, (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-04-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5,6,7- tetrahydro-p- 
(2-oethoxy-5-pyriaidinyl) -6-oxo-, (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-06-9 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 1,5,6, 7-tetrahydro-p-[2-(l- 
Mthylethyl)-S-pyrinidinyl]-5-oso-, (PR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochenistry. 




RN 312262-07-0 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p-[2- (1- 
nethylethyl)-5-pyrinidinyl]-*-oxo-, OS) - (9CI) (CA INDEX 
NAME) 
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Absolute stereochenistry. 




RN 312262-09-2 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, p- { 2- (1, 1-dinethylethyl) -S- 
pyrimidinyl]-1.5,6,7-tetrahydro-6-oxo-, (PR)- (9CI) (CA INDEX 
NAME) 

Absolute stereochenistry. 




RN 312262-10-S CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, p-[2-(l, 1-dinethylethyl) -5- 
pyrinidinyl]-l.S,6,7-tetrahydro-5-oxo-, (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochenistry. 




CN l,8-Naphthyridine-2-nonanoic acid, p- (2-ethoxy-5-pyrinidinyl) -1,5,6, 7- 
tetrahydro-ft-oxo-, (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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RN 312262-13-8 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p- (2-ethoxy-5-pyrinidinyl) -1, 5, 6, 7- 
tetrahydro-«-oxo-, (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




RN 312262-15-0 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, S, 6, 7-tetrahydro-P- (2-methoxy-5- 
pyrinidinyl)-©-oxo-, (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-16-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-p- (2-nethoxy-S- 
pyrinidinyl)-*-oxo-. (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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CN lH-Pyrido(2, 3-b] azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
nethyl-5-pyrinidinyl) -6-oxo-, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-22-9 CAPLUS 

CN lH-Pyrido[2,3-b)azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
Bethyl-5-pyrinidinyl) -6-oxo-, (pS) - (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




RN 312262-24-1 CAPLUS 

CN lH-Pyrido[2, 3-b] azepine-2-nonanoic acid, 5,6. 7, 8-tetrahydro-p- ( 2- 
nethoxy-5-pyrimidinyl)-S-03io-, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




RN 312262-25-2 CAPLUS 

CN lH-PyridoI2,3-b]azepine-2-oonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
Bethoxy-5-pyrinidinyl) -6-oxo-, (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. Rotation (-) . 



RN 312262-21-8 CAPLUS 
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RN 312262-35-4 CAPUJS 

CN lH-Pyrido[2.3-bJazepine-2-nonanoic acid, p- (2-ethoxy-5-pyrimidinyl) - 
5.6,7.8-tetrahydro-&-oxo-, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-36-5 CAPUJS 

CN lH-Pyrido(2,3-b]a2epine-2-nonanoic acid, P- (2-ethoxy-S-pyrimidinyl) - 
5,6.7,8-tetrahydro-6-oxo- ( (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 312261-69-1P 312261-70-4P 312261-71-3P 
312261-72-6P 312261-75-9P 312261-76-OP 
312261-77-1P 312261-78-2P 312261-79-3P 
312261-80-6P 3122S1-01-7P 312261-82-8P 
312261-83-9P 31226 1-84-OP 3 1226 1-85- IP 

312261- 86-2P 312261-99-7P 312262-02-5P 

312262- 05-SP 312262-08-1P 312262-11-6P 
312262-14-9P 312262-20-7P 312262-23-0P 
312262- 29-6P 312262-30-9P 3 12262-3 1-OP 
312262-32-1P 312262-33-2P 312262-34-3P 
312262-46-7P 312262-47-8P 312262-4B-9P 
312262-52-SP 312262-S3-6P 312262-34-7P 
312262-61-6P 312262-62-7P 312262-63-8P 
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312262-64-9P 312262-65-OP 312262-66-1P 
312252-67-2P 312262-68-3P 312262-69-4P 
312262-TO-7P 312262-71-BP 312262-72-9P 
312262-76-3P 312262-77-4P 312262-79-5P 
312262-79-6P 312262-80-9P 3 12262-6 1-OP 
312262-8S-4P 312262-B6-5P 312262-87-6P 

312262- 88-7P 312262-09-BP 312263-62-0P 

312263- 63- IP 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) i SPN (Synthetic preparation) t THU (Therapeutic use)» 
BIOL (Biological study) i PREP (Preparation); USES (Uses) 
(prepn. and biol. activity of noomnolc acid derivs. as 
av integrin receptor antagonists) 
RN 312261-69-1 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-»-oxo-P-5- 
pyrioidinyl- (9CI) (CA INDEX NAME) 




RN 312261-70-4 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 1, 5, 6, 7-tetrahydro-6-oxo-p-5- 
pyrimidinyl-, (BR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-71-5 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-B-oxo-P-5- 
pyrimidinyl-, (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 312261-72-6 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5.6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyl)-6~oxo- (9CI) (CA INDEX NAME) 




RN 312261-75-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p- (2-cyclopropyl-S-pyrimidinyl) - 
1.5,6,7-tetrahydro-a-oxo- (9CI) (CA INDEX NAME) 




RN 312261-76-0 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p- (2-cyclopropyl-5-pyrimidinyl> - 
l,S.6,7-tetrahydro-a-oxo-, (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-77-1 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, p~ (2-cyclopropyl-S-pyrimidinyl) - 
l,S,6,7-t«trahydro-6-oxo-. (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-78-2 CAPLUS 
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CN l,8-Naphthyridine-2-nonanoic acid, 1, 5. 6, 7 -tetrahyd ro-6- hydroxy - 
p-(2-methyl-5-pyrimidinyl)- (9CI) (CA INDEX NAME) 



OH CH2— C02H 




RN 312261-79-3 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 1,5,6, 7 - te t rahydr 0-6- hydroxy - 
p-(2-raethyl-5-pyrimidinyl)-, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-80-6 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-6-hydroxy- 
p-(2-methyl-5-pyrimidinyl)-, (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-81-7 CAPLUS 

CN l.a-Naphthyridine-2-nonanoic acid, 1, S, 6. 7-tetrahydro-3-methyl-p- (2- 
Bethyl-5-pyrimidinyl) -&-OXO- (9CI) (CA INDEX NAME) 




RN 312261-82-8 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 1, 5. 6. 7-tetrahydro-3-aethyi-p- (2- 
methyl-5-pyriaidinyl) -6-oxo- . (pR>- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



car 




V 



RN 312261-83-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5. 6, 7-tetrahydro-3-methyl-p- (2- 
methyl-5-pyrimidinyl)-6-oxo-, (PS>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



cticrx 



RN 312261-84-0 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 1, 5,6, 7-tetrahydro-p- (2-oethyl-S- 
pyriaidinyl)-C-oxo- <9CI> (CA INDEX NAME) 



(XT 



O CH?~ CO7H 

II I 
CH2-CH2-C- (CH2)3-CT 



RN 312261-85-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-p- (2-methyl-S- 
pyriaidinyl)-C-oxo-. (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C0 2 H 
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RN 312261-86-2 CAPLUS 

CN 1, B-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-methyl-5- 
pyrimidinyD-C-oxo-, (pS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312261-99-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5, 6, 7-tetrahydro-p- 
(2-methyl-S-pyrimidinyl)-6-oxo- (9CI) (CA INDEX NAME) 



H J CH2-C02H 

V^Y" (CH 2 ) < -C-CH 2 -CH— |p^N^ 



RN 312262-02-5 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l, 5,6, 7-tetrahydro-p- 
(2-raethoxy-5-pyrimidinyl) -6-0x0- (9CI) (CA INDEX NAME) 



RN 312262-05-8 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, I. 5, 6, 7-tetrahydro-p- (2- (1- 
raethylethyl)-5-pyrimidinyl] -6-0x0- (9CI) (CA INDEX NAME) 



(CH 2 ) 4 — C~ CH2 — 1 



Ha 



RN 312262-08-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p-[2- (1, 1-dinethylethyl) -S- 
pyrimidinyl]-l,5.6,7-tetrahydro-6-oxo- (9CI) (CA INDEX NAME) 
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O CH2- CO2H 

II I 
(CH2W-C-CH2- — 



■IX 



RN 312262-11-6 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p- (2-ethoxy-S-pyrimidinyl) -1,5,6,7- 
tetrahydro-6-oxo- (9CI) (CA INDEX NAME) 



O CH2- CO2H 

If I ^ 

(CH 2 )4-C-CH2-CH f| » 

tf 0 



RN 312262-14-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 1, 5, 6, 7-tetrahydro-p- (2-nethoxy-5- 
pyrimidinyl) -6-0x0- (9CI) (CA INDEX NAME) 



O CH2-C02H 



RN 312262-20-7 CAPLUS 

CN lH-Pyrido[2,3-b)azepine-2-nonanoic acid, 5, 6, 7, 8-tetrahydro-p- (2- 
oethyl-5-pyrinidinyl) -6-0x0- (9CI) (CA INDEX NAME) 



(CH2)4-C-CH2-CH- 



RN 312262-23-0 CAPLUS 

CN !H-Pyridol2,3-b]azepine-2-nonanoic acid, 5, 6, 7. 8-tetrahydro-p- (2- 
methoxy-5-pyrimidinyl) -6-oxo- (9CI) (CA INDEX NAME) 



O CH2-CO2H 
(^"Y^^iP (CH2)4-C-CH2-CH— |J^N 
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oxohexyl]- (9CI) (CA INDEX NAME) 



CH2- C02H 



RN 312262-30-9 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p- [6- (6- (methylamino) -2-pyridinyl} -2- 
oxohexyl}-. (pR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-31-0 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p- (6- [6- (methylamino) -2-pyridinyl] -2- 
oxohexyl]-, (PS>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-32-1 CAPLUS 

CN S-Pyrimidinepropanoic acid, P-(6- (6- ami no- 3, 5-di«ethyl-2-pyridinyl) -2- 
OXOhexyl)-2-oethoxy- (9CI) (CA INDEX NAME) 



RN 312262-29-6 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p- [6- (6- (oethylamino) -2-pyridinyl J -2- 
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RN 312262-33-2 CAPLUS 

CN 4-Pyrimidinenonanoic acid. 2. 6-diamino-B- (2-methyl- S-pyrimidinyl) - 
&-OXO- (9CI) (CA INDEX NAME) 



H02C-CH2 O 




I II | ,| 

CH-CH 2 -C- (052)4—*^^ 



RN 312262-34-3 CAPLUS 

CN !H-Pycido[2,3-bJ azepine-2-nonanoic acid, p- (2-ethoxy-5-pyrimidinyl) - 
S,6.7.8-tetrahydro-5-oxo- (9CI) (CA INDEX NAME) 



O CH2-CO2H 




RN 312262-46-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1. 5, 6, 7-tetrahydro-B- [2- 
(methylamino)-5-pyrimidinyl) -6-oxo- (9CI) (CA INDEX NAME) 




RN 312262-47-8 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-B- [2- 
(methylamino) -S-pyrimidinyl) -6-oxo-, (BR) - (9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 




RN 312262-48-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-B- 12- 
(methylaaino) -S-pyrimidinyl] -6-oxo-. (PS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 312262-52-5 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5. 6, 7-tetrahydro-6-methyl-B- (2 
methyl-S-pyrimidinyl) -6-oxo- (9CI) (CA INDEX NAME) 



O CH2-CO2H 




RN 312262-53-6 CAPLUS 

CN l.a-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-6-raethyl-B- (2 
methyl-S-pyrimidinyl) -6-oxo-, (BR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Y 



RN 312262-54-7 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 1, 5, 6. 7-tetrahydro-6-methyl-B- (2- 
methyl- S-pyrimidinyl) -6- oxo-, (BS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-61-6 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-ethenyl-l, S, 6,7- tetrahydro-p- (2- 
methyl-S-pyrimidinyl> -6-oxo- (9CI) (CA INDEX NAME) 



ox 



O CH2- C0 2 H 

II t 
(CH 2 )4-C-CH2-CH- 



N Me 



RN 312262-62-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-ethenyl-l . 5, 6. 7-tetrahydro-B- <2- 
Bethyl-S-pyrimidinyl) -6-oxo- , (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 312262-63-8 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 3-ethenyl-l. 5,6. 7- tetrahydro-fi- (2- 
oethyl-5-pyrimidinyl) -6-oxo- , (BS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ooc: 




V 



RN 312262-64-9 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-chloro-l, 5,6, 7-tetrahydro-p- (2 
methyl-S-pyrimidinyl) -6-oxo- (9CI) (CA INDEX NAME) 



(CH2 ) 4" C- CH2~ CH- 



RN 312262-65-0 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 3-chloro-l, 5. 6. 7-tetrahydro-p- (2 
me thy 1 -S-pyrimidinyl) -6-oxo- , (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




V 



RN 312262-66-1 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 3-chloro-l. 5. 6,7-tetrahydro-B- (2 
methyl-5-pyrimidinyl) -5-oxo- . (PS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



ooc: 1 " 




RN 312262-67-2 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 3-bromo-l, 5,6. 7-tetrahydro-B- (2- 
me thy 1- S-pyrimidinyl) -6- oxo- (9CI) (CA INDEX NAME) 
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RN 312262-69-3 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 3-bromo-l, 5. 6. 7-tetrahydro-p- (2- 
Dethyl-S-pyrimidinyl)-6-©xo-. (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-69-4 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic add, 3-broao-l, 5, 6, 7-tetrahydro-p- (2- 
methyl-5-pyrimidinyl)-6-oxo-, OS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-70-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-B- <2-methoxy-5- 
pyrimidinyl)-3-methyl-&-oxo- (9CI) (CA INDEX NAME) 




RN 312262-71-8 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 1, 5,6, 7-tetrahydro-p- (2-methoxy- 5- 
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pyrimidinyl)-3-o«thyl-6-oxo-, (BR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-72-9 CAPLUS 

CN 1.8-Naphthyridine-2-nonanoic acid, 1,S, 6, 7-tetrahydro-B- (2-methoxy 
pyrimidinyl)-3-m«thyl-6-oxo-, (BS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-76-3 CAPLUS 

CN l.B-Naphthyridine-2-nonanoic acid, 1, 5,6,7- tetrahydro-C.,C- 
dimethyl-p-(2-methyl-S-pyrimidinyl)-*-oxo- (9CI) (CA INDEX 
NAME) 



Me O CH2~ CO2H 




RN 312262-77-4 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. l,5,6,7-tetrahydro-<;,<;- 
dimethyl-B-(2-raethyl-5-pyrimidinyl)-a-oxo-, (BR) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 312262-78-5 CAPLUS 

CN 1.8-Naphthyridin«-2-nonanoic acid. 1, 5,6,7 -tetrahydro-^, C,- 
dimethyl-p-(2-inethyl-S-pyrimidinyl)-»-oxo-. (PS)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-79-6 CAPLUS 

CN 1, 8-Naphthyridine-2-nonanoic acid, 3 -eye lop ropy 1-B- (2-ethoxy-5- 
pyrimidinyl)-l,5,6,7-tetrahydro-S-oxo- (9CI) (CA INDEX NAME) 



0 CH2- C02H 




RN 312262-B0-9 CAPLUS 

CN l.8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl»B- (2-ethoxy-5- 
pyrimidinyt)-l.5.6.7-tetrahydro-5-oxo-, (BR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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pyrimidinyl)-l,5,6,7-tetrahydro-6-oxo-. (pS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 312262-85-4 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, B-[ 2- (dimethylamino) -S- 

pyrimidinyl]-l,S.6,7-tetrahydro-&-oxo- (9CI) (CA INDEX NAME) 




RN 312262-96-5 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, p-{2- (dimethylamino) -5- 

pyrimidinyl]-l,S,6,7-tetrahydro-S-oxo-, (PR) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 312262-97-6 CAPLUS 

CN 1, 9-Naphthyridine-2-nonanoic acid, p-( 2- (dimethylamino) -5- 

pyrimidinyl]-l,S,6.7-tetrahydro-&-oxo-, (PS) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 312262-81-0 CAPLUS 

CN l,B-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-B- (2-ethoxy-S- 
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RN 312262-88-7 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid. 3 - eye lop ropy 1- I. 5.6,7- tetr ahydro- 
S-oxo-p-5-pyrimidinyl-, (PR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312262-89-8 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 3-cyclopropyl-l. 5, 6, 7-tetrahydro- 
*-oxo-p-5-pyrimidinyl-, (PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 312263-62-0 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, l,5,6,7-tetrahydro-p-(2-methoxy-5- 
pyriraidinyl)-3-raethyl-o-oxo-, (PR)-, bis (trif luoroacetate) 
(9CI> (CA INDEX NAME) 

CM 1 

CRN 312262-71-8 
CMP C23 H30 N4 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMP C2 H F3 02 

7 

F-C-C02H 
P 

RN 312263-63-1 CAPLUS 

CN l,8-Naphthyridine-2-nonanoic acid, 1, 5, 6, 7-tetrahydro-p- (2-raethoxy-5- 
pyrimidinyl) -3-methyl-5-oxo-, (PS)-, bis (trif luoroacetate) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 312262-72-9 
CMP C23 H30 N4 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMP C2 H F3 02 
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3 12262-9 1-2P 312262 -9 2-3P 312262-95-6P 

312262- 96-7P 312262-97-8P 312263-01-7P 

3 12263- 02 -BP 3 12 2 53-09 -5P 312263-lO-BP 
312263-21-7P 3 12263- 28 -8 P 3 1 22 63- 29 -9 P 
3 122 63-30-2 P 312263-31 -3 P 3 122 63-33-5 P 
31 2263-34-6 P 312263-35-7P 3 12263-4 2-6 P 
312263-43-7P 3 12263- 5 2 -BP 

RL: RCT (Reactant); SPN (Synthetic preparation) i PREP (Preparation)) RACT 
(Reactant or reagent) 

(preparation and biol. activity of noo*nolc acid derivs. as 

aV integrin receptor antagonists) 
312262-91-2 CAPLUS 

Propanedioic acid, ( (1R) -1- (2-methyl-5-pyrioidinyl) -3-oxo-7- (1, 5. 6, 7- 
tetrahydro-l,8-naphthyridin-2-yl)heptylJ-, diethyl ester (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 





312262-92-3 CAPLUS 

1.8-Naphthyridine-2-nonanoic acid. 1, 5, 6. 7-tetrahydro-p- (2-methyl-S- 
pyrimidinyl)-*-oxo-, ethyl ester (9CI) (CA INDEX NAME) 



CH2- C-0Et 



312262-95-6 CAPLUS 

5-Pyrimidinepropanoic acid, p-ethenyl-2-methyl-, 
(CA INDEX NAME) 



ethyl ester (9CI) 
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H2C=CH 
EtO-C-CH2-CH 



H M 



RN 312262-96-7 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p- (2-hydroxyethyl) -2-methyl-. ethyl ester 
(9CI) (CA INDEX NAME) 



EtO-C-CH 2 -CH 



RN 312262-97-8 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-nethyl-p- (2-oxoethyl) -, ethyl ester 
(9CI) (CA INDEX NAME) 



O 0HC-CH2 
II I 
EW>-C-CH2-CH 



Xa 

" M 



RN 312263-01-7 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-methyl-p-[ (IE) -3-oxo-S- (1,5,6,7- 

tetrahydro-l,8-naphthyridin-2-yl) -1-pentenyl] -, ethyl ester (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 312263-02-8 CAPLUS 

CN 1.8-Naphthyridine-2-octanoic acid, 1. S. 6. 7-tetrahydro-p- (2-oethyl-S- 
pyrimidinyl)-«-oxo-, ethyl ester (9CI) (CA INDEX NAME) 



10/ 618,414 
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O CH2— C- OEt 

CH2- CH2- C- CH2- CH2~ CH- 



» H 



RN 312263-09-5 CAPLUS 

CN Propanedioic acid, [ (1R) -1- (2-nethoxy-S-pyrimidinyl) -3-oxo-7- (1, 5,6.7- 

tetrahydro-l,8-naphthyridin-2-yl)heptyl)-. diethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



(XT" 




312263-10-8 CAPLUS 

Propanedioic acid, [ (IS) -1- (2-raethoiry-S-pyriaidinyl) -3-axo-7- (1 , 5, 6, 7- 
tetrahydro-l,3-naphthyridin-2-yl)heptyl]-, diethyl ester (9CI) (CA IN0EX 
NAME) 



Absolute stereochemistry. 



CO"™" 




EtO. 



yV 



RN 312263-27-7 CAPLUS 

CN Propanedioic acid, ( (IS) -7- [6- [ [ (4-methoxyphenyl) methyl] amino) -2- 

pyridinyl)-3-oxo-l-(5-pyrimidinyl)heptyl)-. diethyl ester (9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 




RN 312263-28-8 CAPLUS 

CN Propanedioic acid, [ (1R) -7- [6- [ ( (4-methoxyphenyl) methyl} amino) -2- 

pyridinyl]-3-oxo-l-(5-pyrimidinyl)heptylJ-, diethyl ester (9CI) (CA 
NAME) 

Absolute stereochemistry. 
OMe 



O O 

OEt 



312263-29-9 CAPLUS 

5-Pyrimidinepropanoic acid, p- [6- [6-( [ (4-methoxyphenyl) methyl] amino) - 
2-pyridinyl] -2-oxohexyl]-. ethyl ester (9CI) (CA INDEX NAME) 
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OMe 



P 

NB O 

A? if rir 

(CH2)«-C-CH2-CH— jp^N 



RN 312263-30-2 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 0-[6- [6- [ { (4- 

raethoxyphenyDmethylJraethylamino] -2-pyridinyi) -2-oxohexyl) -, ethyl ester 
(9CI) (CA INDEX NAME) 



EtO-C-C 

O-l 



! 

CH-CH2-C 

(CH2)4 



RN 312263-31-3 CAPLUS 

CN 5-Pyrimidinepropanoic acid, p-[6-[6- (methylamino) -2-pyridinyl] -2- 
oxohexyl]-, ethyl ester (9CI) (CA INDEX NAME) 



rV 



CH-CH2-C- (CH 2 ) 
0 



"9 



RN 312263-33-5 CAPLUS 

CN Propanedioic acid, [1- (2-methyl-5-pyrimidinyl) -3-oxo~6-heptenyl] diethyl 
ester (9CI) (CA INDEX NAME) 
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EtO-C O 
I II 

CH-C-OEt 



H2C= CH- CH 2 - CH2" C- CH 2 - CH 



XX 



RN 312263-34-6 CAPLUS 

CN 5-Pyrimidinepropanoic acid, 2-raethyl-0- (2-axo-5-hexenyl) -, ethyl 
ester (9C1) (CA INDEX NAME) 



O CH 2 -C-OEt 

II I 
H2C= CH— CH 2 — CH2- C— CH 2 - 



1° 

-c- 



RN 312263-35-7 CAPLUS 

CN 4-Pyrimidinenonanoic acid, 2, 6-diamino-p- (2-methyl-5-pyriraidinyl) - 
6-oxo-. ethyl ester (9CI) (CA INDEX NAME) 



EtO-C-CH 2 O rf J^ N 



XT 

e « 



CH-CH2-C- (CH 2 ) 4 



RN 312263-42-6 CAPLUS 

CN Propanedioic acid, (7- (6- ami no- 3, S-dimethyl- 2-pyridinyl) -1- (2-oethoxy-S- 
pyrimidinyl)-3-oxoheptyl]-, diethyl ester (9CI) (CA INDEX NAME) 



EtO-C O 
M *°\^ CH— C- OE t 



CH-CH2-C- (CH 2 )4 



•-v 



10/ 618,414 
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312263-43-7 CAPLUS 

S-Pyriraidinepropanoic acid, B-[6-(6-aaino-3,5-dimethyl-2-pyridinyl)-2- 
oxohexylJ-2-methoxy-, ethyl ester (9CI) (CA INDEX NAME) 



Yv 



O 
II 

CH2-C-0Et 
CH-CH2-C~(CH 2 m 



rui 2 



RN 312263-52-9 CAPLUS 

CN Propanedioic acid. [ (IS) -1- (2-methyl-5-pyrimidinyl) -3-oxo-7- (1,5, 6, 7- 

tetrahydro-1.8-naphthycidin-2-yl)heptyl]-. diethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereocheaistry. 



CCx' 
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AB cf. CA. 45, 3332d. A general synthesis for o- (2, 6-dinethyl-4- 

pyriaidyl) alkane-l-carboxylic acids has been devised. Attempts to prepare 
s- (2-pyrioidyl) - and o- (S-pyriraidyl) alkane-l-carboxylic acids 
failed. Br (CH2) 10CO2Et (I) (14.6 g.). 13 g. KCN, 100 cc. EtOH, and 20 cc. 
H20 refluxed 3 hrs., cooled, shaken with H20, the insol. part dissolved in 
Et20, the Et20 washed with H20, dried (Na2S04), and filtered t removal of 
Et20 and distillation in vacuo gave Et 10-eyano-l-decanecarboxylate (II), 

bll 

196-8". Dry HCl was passed into 5 g. II and 1 g. dry ice-cooled 
EtOH until 8.2 g. was absorbed, the mixture left at room temperature 14 
hrs., 5 

cc. Et20 added, the precipitated Et imidate-HCl filtered, dissolved in 15 
cc. dry 

EtOH, dry 9» NH3-EtOH (50 cc.) added, the mixture shaken for 1 hr. then 
concentrated, the NH4C1 removed the filtrate evaporated, and the residue 
dissolved 

in 0(CH2CH20H) 2. dry ether added, and the precipitate crystallized from 
C6H6, giving 

2.0 g. ll-carbethoxyundecanaraidine-HCl (III) as waxlike plates, m. 
79*. Ill (1 g.) in 10 cc. EtOH added to 0.3 g. CH2Ac2 and 0.9 g. 
NaOEt in 15 cc. dry EtOH. the mixture kept 6 days at room temperature, 
diluted with 

20 cc. H20 refluxed 1 hr.. diluted with H20, acidified, filtered, and the 
precipitate crystallized from aqueous EtOH gave 0.7 g. of 

10-carbamoyl-l-decanecarboxylic 

acid (IV). prisms, ra. 143*. He H sebacate (20 g.) added to 60 g. 

SOC12 and refluxed 4 hrs. yielded 9-carbomethoxynonanonyl chloride (V), 

b23 177*. To 7.14 g. PhLi in 150 cc. dry Et20 under N was added 

with stirring 10.4 g. 2, 4, 6-trimethylpyrimidine (VI) in 50 cc. dry Et20, 

the mixture refluxed and stirred 15 rain., treated with 18 g. V in 50 cc. dry 

Et20, refluxed and stirred 3 hrs., let stand overnight under N, shaken 

with H20, the Et20 layer extracted with 2N HCl, the acid exts. were made 

alkaline, 

extracted with Et20, the exts. dried with MgS04, filtered, the residue was 
refluxed 2.5 hrs. with 50 cc. 10% KOH in EtOH, diluted with H20, extracted 

with 

Et20, the aqueous layer was raised to pH 6.5, the emulsion extracted with 

Et20. 

the extract dried, filtered, evaporated, the residue extracted with hot 

light 

petroleum (b. 100-20* ). Cooling gave 0.05 g. crystals which were 
heated with C in MeOH and filtered; evaporation of the solvent and 
crystallization of 

the residue from light petroleum gave tan needles, to a solution of which in 
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C6H6 was added light petroleum (b. 60-80') to turbidity, and the 
first yellow ppt. filtered off; addn. of more light petroleum pptd. 8.5 
rag. 10- (2,6-diraethyl-4-pyriraidyl) -9-oxo-I-decanecarboxylic acid (VII), 
prisms, m. 96-7*. Similarly 2, 6-dimethyl- 4 -pyrimidylmethyllithiua 
heated with 10-bromo-l-decanecarboxylate, hydrolyzed, and treated with HCl 
gave 11- (2, 6-diraethyl-4-pyriraidyl) -1-undecanecarboxylic acid (VIII), a. 
94' (tuberculostatic activity of 1) . 1-Bromodecanecarboxylic acid 
(22 g.) was refluxed with 19 cc. SOC12 1 hr. and the excess of the reagent 
removed in vacuo; distn. gave a fraction (14.7 g.), bl6 186*, which 
was added in 50 cc. dry Et20 during 15 min. at 0-5* to CH2N2 [from 
30 g. MeN(NO)CONH2] in Et20, the mixt. was kept at room temp. 1 hr., then 
evapd. in vacuo at 25*. the solid residue heated in 100 cc. dry 
EtOH to 55-60*, 6.B g. dry Ag20 in 30 cc. dry EtOH added in 
portions, and the mixt. raised to b.p. and filtered; distn. gave 7 g. 
impure ethyl Br (CH2) HC02Et (IX). isolated, hydrolyzed. and purified as 
described for VII to give platelets of 12- (2, 6-dimethyl-4-pyriraidyl) -1- 
dodecanecarboxylic acid m. 96.5* [tuberculostatic activity 5 (loc. 
cit.ll. 

IT 857*12-52-3, 4 -Pyriraidinedodecanoic acid, 2, 6-diraethyl- 
857412-61-4, 4-Pyrimidinetridecanoic acid, 2, 6-dimethyl- 
(preparation of) 
RN 857412-52-3 CAPLUS 

CN 4-Pyrimidinedodecanoic acid. 2, 6-dimethyl- (5CI) (CA INDEX NAME) 




RN 857412-61-4 CAPLUS 

CN 4-Pyrimidinetridecanoic acid. 2, 6-dimethyl- (5CI) (CA INDEX NAME) 



He 




(CH2)12-C0 2 H 



